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Reference Exanple 156 

To a mixture of 3-"benzyloxy-4"ei:ho5?:ybenzyi alcohol (4.80 
g) , acetone cyanohydrin (3.50 g) , triphenylphosphine (9.86 g) 
and tetrahydrofuran (100 ml) was dropwise added a 40% toluene 

5 sol-ution (15.16 g) of diethyl azodicarboxylate at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel colxoim chromatography, and (3-benzyloxy-4- 
ethoxyphenyl) acetonitrile (3.58 g, yield 74%) was obtained as 

^0 a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:4, volume ratio) , 

^H-mR (CDCl3)5: 1^47 (3H, t, J-6 . 8 H%) , 3.57 (2H, s) , 4.12 
{2H, q, Hz), 5.15 (2H, s) , 6.74-6,96 (3H, m) , 7.28-7.47 

(5H, m) . 

Reference Exan5>le 157 

A mixture of (3-benzyloxy~4-ethoxyphenyl) acetonitrile 
(3.68 g) , 4N aqueous sodium hydroxide solution (10 ml) and 
ethanol (50 ml) was stirred under reflux overnight. After 
cooling, the reaction mixture was acidified by slowly adding 
cone, hydrochloric acid (5 ml) . After concentration, the 
residue was dissolved in ethyl acetate. The obtained ethyl 
acetate solution was washed with saturated aqueous sodium 
chloride solution, dried {MgS04) and concentrated. A mixture 
of the residue, a 10% solution (20 ml) of hydrochloric acid in 
25 methanol and methanol (50 ml) was stirred overnight at room 

temperature. After concentration, the residue was dissolved in 
ethyl acetate* The obtained ethyl acetate solution was washed 
with saturated aqueous sodium chloride solution, dried (MgS04) 
and concentrated. The residue was subjected to silica gel 
column chromatography, and methyl (3"beng;yloxy-4- 
ethoxyphenyl) acetate (2.99 g, yield 72%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) • 

^H-HMR (CDCl3)5: 1.45 (3H, t, J=7 . 0 Hz), 3.54 (2H, s) , 3.69 
^5 (3E, s), 4.11 {2H, q. J-7.0 Hz), 5.13 (2H, s) , 6.70^6.88 (3H, 
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m) , 7.27-7.48 (5H, m) . 
Reference ExaKS>Xe 158 

A mixture of methyl (3-benzyloxy-4-ethoxyphenyl) acetate 
(2.99 g) , 5% palladitim-carbon (0.61 g) and tetrahydrofuran (50 
•5 ml) was stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and methyl (4-ethoxy-3- 
hydroxyphenyl) acetate (1.89 g, yield 90%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio).. 

^H-NMR {CDCl3)5: 1^44 (3H, t, J-? . 0 Hz), 3.54 (2H, s) , 3.69 
{3H, s) , 4.11 {2H, J=7 . 0 Hz), 5.61 (IH, s) , 6.72-6,89 (3H, 
m) . 

Reference Example 159 

A mixture of 3-f luorosalicylaldehyde (5.20 g) , benzyl 
bromide (4.5 ml), potassium carbonate (5.26 g) and 
dimethylformamide (75 ml) was stirred overnight at room 
temperature. The reaction mixture was poured into dilute 
20 hydrochloric acid, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and 2- 
benzyloxy-S'-fluorobenzaldehyde (8,24 g, yield 96%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). 

'H-3SiMR {CDCl3)8: 5.28 (2H, s) , 7.07-7,16 (IH, ra) , 7.24-~7.42 
(6H, m) , 7.56-7.60 (IH, m) , 10.25 <1H, s) . 
Reference Kxai)fi£>le 160 
30 To a solution of 2-~benzyloxy'-3""f luorobenzaldehyde (8.24 

g) in tetrahydrofuran (50 ml) was added lithium aluminum 
hydride (0.45 g) at O^C,. and the mixture was stirred at room 
temperature for 1 hour. Sodium sulfate ID hydrate (4,02 g) was 
added to the reaction mixture, and the mixture was stirred at 
room temperature for 1 hour. The precipitate was removed by 
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filtration and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography, and 2- 
bensyloxy-3-fluorobenzYl alcohol (8.18 g, yield 98%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
^ acetate . 

^H-lslMR (CDCl3)5: 1.87 {IE, t, J=6,6 Hz), 4.58 (2H, d, J-=6 , 6 
Hz), 5.17 (2H, 3} , 6.97-7.13 (3H, m) , 7,34-7.46 (5H, m) . 
Reference Example 161 

To a mixture of 2-benzyloxy-3~f luorobenzyl alcohol (8.10 
^0 g) , acetone cyanohydrin (4.95 g) , triphenylphosphine (18,57 g) 
and tetrahydrofuran {150 ml) was dropwlse added a 40% solution 
(30.36 g) of diethyl azodicarboxylate in toluene at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and 2-~benzyloxy-3- 
fluorophenylacetonitrile (7.20 g, yield 85%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4^ volume ratio) . 

^H-NMR (CDCl3)5: 3,56 {2H, s) , 5.19 {2H, s) , 6.98-7.18 (3H, m) , 

^0 7.30-7.46 {5H, m) . 

Reference Kscanqple 162 

A mixture of 2"-benzyloxy~3-f luorophenylacetonitrile (7.20 
g) , 4N aqueous sodium hydroxide solution (10 ml) and ethanol 
(50 ml) was stirred under reflux overnight. After cooling, the 
reaction mixture was acidified by slowly adding cone, 
hydrochloric acid (4 ml) . After concentration, the residue was 
dissolved in ethyl acetate. The obtained ethyl acetate 
solution was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. A mixture of the 

^0 residue, a 10% solution (50 ml) of hydrochloric acid in 

methanol and methanol (50 ml) was stirred overnight at room 
-temperature. After concentration, the residue was dissolved in 
ethyl acetate- The obtained ethyl acetate solution was washed 
with saturated aqueous sodium chloride solution, dried (MgS04) 
and concentrated* The residue was subjected to silica gel 
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column ciiromatography , and methyl (2-benzyloxy-3- 
fluoroplienyl) acetate (6.63 g, yield 81%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). 
5 ^H-NMR (CDCl3)S: 3-62 (5H, s) , 5.12 (2E, s) , 6.94-7.12 (3H, m) , 
7.26-7.47 (5H, m) . 
Reference Exainple 163 

A mixture of methyl {2-benzyloxy"3-™f Itiorophenyl) acetate 
(6.63 g) , 5% palladium-carbon (1.44 g) and tetrahydrofuran 
{150 ml) was stirred overnight at room temperature under a 
hydrogen atmosphere. Palladium-carbon was removed by 
filtration and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography, and methyl (3- 
fluoro-2-hydroxyphenyl) acetate (4.53 g, yield 98%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-^hexane (1:4, volume ratio). 

^H-'NMR (CDCl3)S: 1-58 {IH, br t) , 3.71 (2H, s) , 3.74 (3H, s) , 
6,74-7,08 (3H, m) . 
Reference Example 164 

20 A mixture of [1- (5-chloro-2-pyridyl) -3-isopropyl"lH" 

pyrazol'-4--yl]methanol (2.00 g) , activated manganese dioxide 
(6.08 g) and tetrahydrofuran (50 ml) was stirred overnight at 
room temperature. The insoluble material was removed by 
filtration and the filtrate was concentrated. The residue was 

^5 subjected to silica gel column chromatography, and 1"(5- 

chloro-2-pyridyl) "-3-isopropyl-lH-pyrazole-4-carbaldehyde (1.84 
g, yield 93%) was obtained as colorless crystals from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
The crystals were recrystailized from ethyl acetate-hexane * 

^0 melting point: 69-7 O^C. 
Reference ExainpXe 165 

To a mixture of 1^ (5~chloro-"2-pyridyl) -S-^isopropyl-^lH- 

pyraz;ole-4-carbaldehyde (1.50 g) , ethyl 

diethylphosphonoacetate (1.62 g) and N,N-dimethylf ormamide (30 
ml) was added sodium hydride (60%, in oil, 0.27 g) at 0*>C and 
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"the mixture was stirred overnight at room temperature. The 
reaction mixture was poured into water, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with dilute 
hydrochloric acid and then with saturated aqueous sodium 
^ chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography^ and ethyl 
(E) -3- [1- (5-chloro-2~pyridyl) -3-isopropyl-lH-pyrazol-4- 
yljpropenoate (1.83 g, yield 95%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 105-106'^C. 
Reference Example 166 

A mixture of 2~ethylbutanoic acid (7.03 g) , 1,1'- 
carbonyldiimidazole (10.30 g) and tetrahydrofuran {200 ml) was 
refluxed for 1.5 hours. After cooling to room temperature, 
magnesium chloride (6.66 g) and potassium ethyl malonate 
(11.90 g) were added and the mixture was refluxed for 1,5 
hours. The reaction solution was acidified with dilute 
hydrochloric acid, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried {MgS04) and concentrated. A mixture 
of the residue and N,N-dimethylf ormamide dimethyl acetal 
(15.00 g) was refluxed for 1 hour^ and concentrated under 
reduced pressure* The residue was dissolved in ethanol (100 
ml) , and a solution of hydrazine monohydrate (3,03 g) in 
ethanol (30 ml) was slowly added at room temperature. The 
mixture was stirred overnight. The reaction mixture was 
concentrated under reduced pressure and the residue was 
dissolved in ethyl acetate. The obtained ethyl acetate 
^0 solution was washed with saturated aqueous sodium chloride 
solution, dried {MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography^ and ethyl 3-(l- 
ethylpropyl)-lH"pyrasole-4-carboxylate (9.83 g, yield 77%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). 
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^H-NMR {CDCl3)8: 0.85 (6H, t, J=7.0 Hz), 1.36 (3H, a=7 . 0 
Hz), 1.50-1-88 (4H, m) , 3.28-3.50 (IH, m) , 4,29 {2H, q, J=7 . 0 
Hz) , 7.96 (IH, s) . 
Reference Example 167 

^ A mixture of ethyl 3- (1-ethylpropyl) '-lH-pyrazole-4- 

carboxylate (5.00 g) , 2-chloro~5- (trifluoromethyl) pyridine 
(4,35 g) , potassium carbonate (4.84 g) and N,l^-~ 
dimethylformamide (75 ml) was stirred overnight at lOO^C. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3- (1-ethylpropyl) -1-- [5- 
(trlf luoromethyl) -2-pyridyl] --lH-pyrazole"'4-carboxylate (7.45 
g, yield 88%) was obtained as a colorless oil from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). 
^H-NMR (CDCl3)6: 0.88 {6H, t, J=7 . 2 Hz), 1.38 (3H, t, J-7 , 0 
Hz), 1.60-1.95 (4H, m) , 3.20-3.40 (IH, m) , 4.32 (2H, q, J=7 . 0 
Hz), 7.98-8.17 {2H, m) , 8.65-^8.70 (IH, m) , 8.99 (IH, s) . 
Reference Escainple 168 

To a solution of ethyl 3- ( 1-ethylpropyl) -1- [5- 
(trifluoromethyl) -2-~pyridyl ] ~iH--pyrazole-4-carboxylate (6, 58 
g) in tetrahydrofuran (50 ml) was dropwise added a 1.0 M 
solution (40 ml) of diisobutylaluminum hydride in hexane at 
O^C, and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was poured into dilute hydrochloric 
acid, and extracted with ethyl acetate* The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. The residue was 
subjected to silica gel column chromatography, and {3-(l~ 
ethylpropyl) --1^ [5- (trifluoromethyl) "2-pyridyl] "-lH-pyra2ol-4" 
yl}methanol (5.16 g, yield 89%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (1:1, 
volime ratio) . 

^H-HHR (CDCl3)5: 0,88 {6H, t, J-7 . 4 Hz), 1.42 (IH, t, J-5^2 
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Hz), 1.66-1.88 (4H, m) , 2,60-2.80 (IH, m) , 4,64 (2H, d, 
Hz), 7,93-8.11 m) , 8-50 {IH, s) , 8-61-8.65 {IH, m) . 

Reference Exanctple 169 

A mixture of {3-- (l--et:hylpropyl) -1- 15- (trif luoromethyl) -2- 

^ pyr±dyl]-lH~pyrazol-4-yl}methanol (5.00 g) , activated 

manganese dioxide (15.18 g) and tetrahydrofuxan (50 ml) was 
stirred overnight at room temperature. The insoluble material 
was removed by filtration and the filtrate was concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3- (1-ethylpropyl) -1- [5- (trif luoromethyl) ™2"pyridyl] -IH- 
pyrazole~4-carbaldehyde (4.75 g, yield 95%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), 

^H-mR (CDCl3)5: 0.88 (6H, t, J-7 . 4 Bz) , 1.68-1.94 (4H, m) , 
^5 3.08-3.20 (IE, m) , 8.02-8,17 (2H, m) , 8,67-8.72 (IH, m) , 9.03 
(IB, s) , 10.03 (IH, s) . 
Reference Sxair^le 170 

To a mixture of 3- (1-ethylpropyl) -1- [5- (trif luoromethyl) - 
2-pyridyl] -lH-pyrazole-4-carbaldehyde (4.70 g) , ethyl 
^0 diethylphosphonoacetate (4.06 g) and H ,ISI-dimethylformamide (50 
ml) was added sodium hydride (60%, in oil, 0.66 g) at 0°C and 
the mixture was stirred overnight at room temperature. The 
reaction mixture was poured into water, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with dilute 
hydrochloric acid and then with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and ethyl 
(E) "3- 13- (1-ethylpropyl) -1- [5- (trif luoromethyl) -2™pyridyll -lH- 
pyrazol""4-yl}propenoate (5,45 g, yield 95%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). 

^H"Nm (CDCl3)5: 0.88 (6H, t, J-7,4 Hz), 1.34 (3H, t, J-7 . 0 
Hz), 1.66-1.90 {4H, m) , 2.70-2,88 (IH, m) , 4.26 (2H, q, J-7.0 
He), 6.30 (IH, d, J-16.0 Hz), 7.61 (IH, d, J-16.0 Hz), 7.97-- 
35 8.14 (2H, m) , 8,62-8.69 (IH, m) , 8.78 (IH, s) . 
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Reference Exaaxple 171 

A mixture of ethyl (E) -3-{3- (1-ethylpropyl) -1- ES- 
ttrif luoromethyl) -2-"pyridyl] "lH-pyrazol-4-yl Ipropenoate (5*45 
g) , 5% palladium-carbon (1.02 g) and tetrahydrofuran {50 ml) 
^ was stirred at room temperature for 1 hour under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3-~{3- (1-ethylpropyl) 
[5- (trifluoromethyl) -2-pyridyl] -lH"-pyra2ol-4-yl } propionate 
{5.28 gr yield 97%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate^-hexane (1:2, volume ratio). 
^R-NMR (CDCl3)5: 0.87 (6H, t, J=7 . 2 Hz), 1.27 t, J=7 . 0 

Hz), 1.64-1.86 (4H, m) , 2.51-2,68 (3H, m) , 2.76-2.88 (2H, m) , 
4.16 {2H, q, J-7.0 Hz), 7.90-8.07 (2H, m) , 8.29 (IH, s) , 8.58- 
" 8.62 (IB, m) . 

Reference Exait^xle 172 

To a solution of ethyl 3-{3- (1-ethylpropyl) -1- [5- 
(trifluoromethyl) -2-pyridyl3 -lH-pyrazol-4~yl }propionate (5 .20 
g) in tetrahydrofuran (30 ml) was dropwise added a 1,0 M 
solution (30 ml) of diisobutylaluminum hydride in hexane at 
O^C, and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was poured into dilute hydrochloric 
acid, and extracted with ethyl acetate* The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried {MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and 3-{3-(l- 
ethylpropyl) -1- [5- (trifluoromethyl) -2-pyridyl] -lH~pyra2ol-'4- 
ylj-l-propanol (4.29 g, yield 93%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane , melting point: 79-80^C. 
Reference EKan^le 173 

A mixture of 2-methylbutanoic acid (10,27 g) , 1,1'- 
carbonyldiimidazole (16.48 g) and tetrahydrofuran (200 ml) was 
refluxed for 1.5 hours. After cooling to room temperature, 
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magnesium chloride {10.58 g) and potassium ethyl malonate 
(18.92 g) were added and the mixture was refluxed for 1.5 
hours* The reaction solution was acidified with dilute 
hydrochloric acid^ and extracted with ethyl acetate. The ethyl 
^ acetate layer was washed with saturated aqueous sodium 

chloride solution, dried {MgS04) and concentrated. A mixture 
of the residue and N,H-dimethylf ormamide dimethyl acetal 
(18-05 g) was refluxed for 1 hour, and concentrated under 
reduced pressure. The residue was dissolved in ethanol (150 
ml) and a solution of hydrazine monohydrate (5,13 g) in 
ethanol (50 ml) was slowly added at room temperature. The 
mixture was stirred overnight. The reaction mixture was 
concentrated under reduced pressure and the residue was 
dissolved in ethyl acetate. The obtained ethyl acetate 
solution was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and ethyl 3-(l- 
methylpropyl) -lH™pyrazole^4-carboxylate (14.48 g, yield 73%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:2, volume ratio). 

^H-NMR {CDCi3)5: 0.91 (3H, t, J-7 , 2 Hz), 1.31 (3H, d, J-7 . 2 
Hz) r 1^36 {3H, t, J-7.2 Hz), 1.50-1.82 (2H, m) , 3.44^-3. 58 (IH, 
m) , 4.29 (2H, q, J^7 . 2 Hz), 7.94 (IH, s) . 
Reference Example 174 
^5 A mixture of ethyl 3- (l~methylpropyl) -lH-pyrazole-4- 

carboxylate (10.00 g) , 2--chloro-5- (trifluoromethyl) pyridine 
(9.38 g) , potassium carbonate (8.66 g) and M^K-- 

dimethyl formamide (100 ml) was stirred overnight at 100'=*C. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3~ (1-methylpropyl) -1- LS- 
Ctrif luoromethyl) -2-pyridyll -lH-pyrazole-4-carboxylate { 15 . 39 
g, yield 88%) was obtained as colorless crystals from a 
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fraction eluted with ethyl acetate-hexane (1:4^ volume ratio)* 
The crystals were recrystallized from ethyl acetate-hexane * 
melting point: 53-64^C, 
Reference Example 175 
5 To a solution of ethyl 3- (1-methylpropyl) -1- [5- 

(trif Inoromethyl) -2-pyridyl] -lH-pyrazole'-4'-carboxylate (13 . 44 
g) in tetrahydrofaran (100 ml) was dropwise added a 1.0 M 
solution (90 ml) of diisobutylaluminum hydride in hexane at 
O^C, and the mixture was stirred at room temperature for 1 
^0 hour. The reaction miiiture was poured into dilute hydrochloric 
acid, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and {3-(l- 
^5 methylpropyl) -1-- [5- (trif luoromethyl) -2-pyridyl] "lH~pyrazol-^4- 
yl}methanol (10.86 g, yield 92%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane . melting point: IS-IT'C. 
Reference Esianple 176 

A mixture of {3- (l-^methylpropyl) -1- [5~ (trif luoromethyl) - 
2-pyridyl] -lH--pyrazol-4-yl }methanol (8.00 g) , activated 
manganese dioxide (24.16 g) and tetrahydrofuran (100 ml) was 
stirred overnight at room temperature. The insoluble material 
was removed by filtration and the filtrate was concentrated - 
The residue was subjected to silica gel column chromatography, 
and 3- (1-methylpropyl) -1- [5-- (trif luoromethyl) -2-pyridyl] -IH- 
pyrazole-4-carbaldehyde (7.39 g, yield 93%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
hexane (1:4, volume ratio)* The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 82'-83**C, 
Reference Exatqple 177 

To a mixture of 3- (1-methylpropyl) -1- [5-- 
(trif luoromethyl) '-2-pyridyl] -lH~pyrazole"'4~carbaldehyde (5 . 50 
g) , ethyl diethylphosphonoacetate (5.06 g) and N,N- 
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dimethylformamide (50 ml) was added sodium hydride (60% ^ in 
oil, 0.88 g) at 0°C and the mixture was stirred overnight at 
room temperature. The reaction mixture was poured into water, 
and extracted with ethyl acetate. The ethyl acetate layer was 
^ washed with dilute hydrochloric acid and then with saturated 
aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and ethyl (E) -3- { 3- (l-methylpropyl) -1- [5- 
{trif luoromethyl) -2-pyridyl] -lH-pyra2ol'-4~yl}propenoate (7 , 59 
^0 yield 9 5%) was obtained as colorless crystals from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
The crystals were recrystallized from ethyl acetate-hexane . 
melting point: 75-76^C. 
Reference Exajmple 178 

A mixture of ethyl (E) -3~{3" (l~methylpropyl) -1- IS- 
Ctrif luoromethyl) ~2-pyridyl ] -lH™pyra2:ol-4-yl }propenoate {7.30 
g) , 5% palladium-carbon (1.48 g) and tetrahydrofuran {50 ml) 
was stirred at room temperature for 1 hour under a hydrogen 
atmosphere. Palladiums-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3-{3- { 1-methylpropyl) -1- 
[5- (trif luoromethyl) -2-pyrldyl] -lH-pyrazol-4-yl} propionate 
(7,21 yield 98%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:2, volume ratio). 
25 ^u-imR (CDCl3)8: 0.92 {3H, t, J«7.2 Hz), 1.20-1.34 {6H, m) , 

1,54^1.90 {2H, m) , 2.58-2.68 {2H, m) , 2.76-'2.87 (3H, m) , 4.16 
(2H, q. J=7.2 Hz), 7.90-8.05 {2H, m) , 8.28 (IH, s) , 8,57-8.63 
(IH, m) . 

Reference Example 179 

30 To a solution of ethyl 3-{3- (1-methylpropyl) -1- [5- 

(trif luoromethyl) -2-pyridyl] ~lH-pyra2;ol-4-yl } propionate (7 . 20 
g) in tetrahydrofuran (50 ml) was dropwise added a 1.0 M 
solution (50 ml) of diisobutylaluminum hydride in hexane at 
0*=*C, and the mixture was stirred at room temperature for 1 

5^ hour. The reaction mixture was poured into dilute hydrochloric 
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acid, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography ^ and 3^{3-(l- 

5 methylpropyl) -1- [5- (trif luoromethyl) ™2-pyridyl] -lE'-pyrazol-4- 
yl}-l-propanol {6.09 g, yield 95%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
{1:1, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 72'-73°C. 

^0 Reference Exaap^le 180 

A mixture of 2-methylpentanoic acid (11.65 g) , 1,1'- 
carbonyldiimidazole (17.89 g) and tetrahydrofuran (200 ml) was 
refluxed for 1-5 hours. After cooling to room temperature, 
magnesium chloride (10.48 g) and potassium 

ethoxycarbonylacetate {18.75 g) were added and the mixture was 
refluxed for 1,5 hours. The reaction solution was acidified 
with dilute hydrochloric acid, and extracted with ethyl 
acetate* The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS04) and 

■^0 concentrated- A mixture of the residue and W^l^!- 

dimethylformamide dimethylacetal {17.90 g) was refluxed for 1 
hour, and concentrated under reduced pressure. The residue was 
dissolved in ethanol (200 ml) and a solution of hydrazine 
monohydrate (5.10 g) in ethanol {50 ml) was slowly added at 

^5 room temperature. The mixture was stirred overnight. The 
reaction mixture was concentrated under reduced pressure and 
the residue was dissolved in ethyl acetate. The obtained ethyl 
acetate solution was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and ethyl 
3-"(l-methylbutyl)-lH"-pyrazole"-4-carboxylate (16.85 g, yield 
80%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane (1:2, volume ratio). 
^H-NMR (CDCl3)5: 0.90 (3H, t, J=7 . 0 Hz), 1,18-1.44 {6H, m) , 
35 1.4B-1.80 (4H, m) , 3.52-3.70 (IH, m) , 4.30 (2H, q, J=7 . 0 Hz), 
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7.94 (IH, s) . 
Reference ExanqE>l6 181 

A mixture of ethyl 3- {1-methylbutyl) -lH-pyrazole-4~ 
carboxylate (6.50 g) , 2~chloro~5- (trifluoromethyl) pyridine 
^ {5.85 g), potassium carbonate (5.09 g) and N,N~ 

dimethylformamide (100 ml) was stirred overnight at lOCC. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3- (l-methylbutyl) -1- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyra2ole-4-carbo3i:ylate (9.71 
g, yield 88%) was obtained as a colorless oil from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). 
^5 ^H-NMR (CDCl3)5: 0.91 {3H, t, J-7 . 2 Hz), 1.23-1.92 (lOH, m) , 
3.44-3.59 (IH, m) , 4.32 {2H, q, J=7.2 Hz), 8.00-8.15 (2H, m) , 
8.65-8.69 (IH, m) , 8.97 (IH, s) . 
Refer^ce Example 182 

To a solution of ethyl 3- (1-methylbutyl) --1- [5- 
^° ( trif luoromethyl ) ~2-pyridyl]-lH-pyrazole-4-carboxylate (9.71 
g) in tetrahydrofuran (100 ml) was dropwise added a 1.0 M 
solution (60 ml) of diisobutyl aluminum hydride in hexane at 
0°C, and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was poured into dilute hydrochloric 
^•5 acid, and extracted with ethyl acetate. The ethyl acetate ' 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. The residue was 
subjected to silica gel column chromatography, and {3-(l- 
methylbutyl) -1- 15- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4~ 
^0 yljmethanol (8.21 g, yield 96%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (1:1, 
volume ratio) . 

^H-NMR (CDCl3)5: 0.91 (3H, t, J-6.8 Hz), 1.27-1.90 (8H, m) , 
2.88-3.10 (IH, m) , 4.65 {2H, d, J=6.2 Hz), 7.93-8.10 (2H, m) , 
35 8.48 (IH, s), 8.60-8.66 (IH, m) . 
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Reference Exaniple 183 

A mixture of {3- (1-methylbutyl) -1- [5- {trif luoromethyl) -2- 
pyridyl]-lH-pYrazol-4-yl}methanol (8.21 g) . activated 
.manganese dioxide (26.48 g) and tetrahydrofuran {100 ml) was 

■5 stirred overnight at room temperature. The insoluble material 
was removed by filtration and the filtrate was concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3-{l-raethYlbutyl) -1- [5- (trif luoromethyl) -2-pyridyl] -IH'- 
pyrazole-4"-'Carbaldehyde (7.56 g, yield 93%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
hexane {1:4, volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 63-64°C. 
Reference Exarrple 184 

To a mixture of 3- (1-methylbotyl) -1- [5- {trif luoromethyl) - 
2-pyridyl]-lH"-pyrazole-4-carbaldehyde (7.40 g) , ethyl 
diethylphosphonoacetate (5.50 g) and N,H-dimethylformamide (70 
ml) was added sodium hydride (60%, in oil, 0.96 g) at O^C, and 
the mixture was stirred overnight at room temperature. The 
reaction mixture was poured into water, and extracted with 

^0 ethyl acetate. The ethyl acetate layer was washed with dilute 
hydrochloric acid and then with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and ethyl 
(E) -3-{3~ (1-methylbutyl) -1- [5- (trif luoromethyl) -2-pyridyl] -1H-- 
pyrazol-4-yl}propenoate (8.15 g, yield 90%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . 

^H-ISIMR {CDCl3)5: 0.92 (3B, t, J==7 . 2 Hz), 1,24-1.45 (8H, m) , 
1. 56^-1. 88 {2H, m), 2.98-3.14 (IH, m) , 4.27 {2H, q, J-7 . 2 Hz), 
30 6.29 (IR, d, J=16.2 Hz), 7.62 (IH, d, J-16.2 H^) , 7.98-8.13 
(2H, m) , 8.64-8.70 {IH, m) , 8.76 (IE, s) . 
Reference EKample 185 

A mixture of ethyl (E) -3-{3" (1-methylbutyl) -1- [5- 
{ trif luoromethyl) ™-2-pyridyl] -lH-pyrazol-4'-'yl Ipropenoate (8.15 
3^ g) r 5% palladii3m-carbon (1.33 g) and tetrahydrofuran (75 ml) 
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was stirred at room temperature for 1 hour under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3-{3- (1-methylbutyl) --1- 
5 [5- (trif luoromethyl) -2 -pyridyl 3 -lH-pyrazol-4-~yl } propionate 
(8.10 g, yield 99%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane {1:2^ volume ratio). 
^H-NMR {CDCl3)5: 0.91 t, J-7 . 4 Hz), 1.22-1.90 (lOH, m> , 

2.58-2.68 (2H, m) , 2,76-2.98 (3H, m) , 4.16 (2B, J-7 . 0 Hz), 
^0 7.90-8.06 m) , 8.28 (IE, s) , 8.58-8.63 (IH, m) . 

Reference Sxaiiqple 186 

To a solution of ethyl 3~{3- (l~methylbutyl) -l- [5" 
{trif luoromethyl) ~2-pyridyl] -lH-pyrazol-4~yl} propionate (8 . 10 
g) in tetrahydrofuran (50 ml) was dropwise added a 1.0 M 
solution (50 ml) of diisobutylaluminum hydride in hexane at 
O'^C, and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was poured into dilute hydrochloric 
acid, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. The residue was 
subjected to silica gel column chromatography, and 3-{3-(l- 
methylbutyl) -l- [5- (trif luoromethyl) '-2-pyridyl] -lH-pyrazol-4- 
yl}-l-propanol (6*63 g, yield 92%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane . melting point: 72~73^C. 
Reference Eacaitple 187 

To a solution of 3-"isopropyl-4~ t3- 
{methoxymethoxy) propyl] -IH-pyrazole (0.90 g) in N,N- 
dimethyl formamide (30 ml) was added sodium hydride (60%, in 
oil|. 0.17 g) at O^C and the mixture was stirred at room 
temperature for 15 minutes. 2 ^3-Dichloro-5- 
(trif luoromethyl) pyridine (0^93 g) was added at room 
temperature and the mixture was stirred overnight at 50^C. The 
reaction mixture was poured into water ^ and extracted with 
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etJiyl acetiate, The ethyl ace-ta-te layer was washed with 
saturated aqueous sodium cihloride solution^ dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography ^ and 1- 1 3-chloro-5- ( trif luoromethyl ) -2- 
^ pyridyl] -3-isopropyl-4- [3- (raethoxymethoxy) propyl] -IH-pyrazole 
(1.59 yield 96%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) 
^H-NMR (CDCl3)5: 1^35 (6H, d, J-7 . 0 Hz), 1.88-2.00 (2H, m) , 
2.55-'2.66 (2H, m) , 2.97-3.15 (IH, m) , 3.38 (3H, s) , 3.58-3.67 
{2H, m) , 4,65 {2H, s) , 8.01 (IH, s) , 8.02-8.09 (IH, m) , 8.57- 
8.61 (IB, ra) . 
Reference Escample 188 

A mixture of 1- [3""Chloro-S~ (trif luoromethyl) ^2'-pyridyl] 
3-isopropyl-4" [3-- (methoxymethoxy) propyl] -lH~pyra^ole (1. 59 g) 
cone* hydrochloric acid {0.05 ml) and methanol (50 ml) was 
refluxed for 2 hours. The mixture was concentrated under 
reduced pressure and the residue was dissolved in ethyl 
acetate. An ethyl acetate solution was washed with saturated 
aqueous sodium chloride solution^ dried (MgSQ^) and 
concentrated. The residue was subjected to. silica gel column 
chromatography, and 3-{l- [3-chloro-5- {trif luoromethyl) -2- 
pyridy 1 ] "3--isopropyl~lH-pyrazol-4 -yl ) -1-propanol (1.33 g 
yield 94%) was obtained as colorless crystals from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 66-^67^0. 
Reference Exaii^ple 189 

To a solution of 3-isopropyl~4- E3~ 
{methoxymethoxy) propyl] -IH-pyraKole (0.98 g) in N,N™ 
dimethylf ormamide (30 ml) was added sodium hydride (60%^ in 
oil, 0.19 g) at 0°C and the mixture was stirred at room 
temperature for 15 minutes. 2 , 5-Dibromopyridine (1.15 g) was 
added at room teii^erature , and the mixture was stirred 
overnight at 100<=^C. The reaction mixture was poured into 
water, and extracted with ethyl acetate. The ethyl acetate 
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layer was washed with saturated aqueous sodium chloride 
solution^ dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography,, and 1- (S-bromo- 
2"Pyridyl) -3"-isopropyl~4- [3- (methoxymethoxy) propyl] --IH- 
^ pyrasole (1,63 yield 96%) was obtained as a colorless oil 
from a fraction eluted with ethyl acetate-hexane (1:4, volume 
ratio) * 

^H-ISIMR (CDCl3)6: 1-32 (6H, d, Hz), 1.84-2.02 (2H, m) , 

2.52^2,64 (2H, m) , 2.94-^3.10 (IH, m> , 3.38 (3H, s) , 3.55-3.66 
(2H, m) , 4.65 {2H, s) , 7.81-7.85 {2H, m) , 8,19 (IH, s) , 8,36- 
8.39 (IB, m) , 
Reference Escanple 190 

A mixture of 1- (5-'bromo-2-pyridyl) -3-isopropyl"4" [3- 
(methoxymethoxy) propyl] ~lH-pyrasole {1,63 g) , cone, 
hydrochloric acid (0,05 ml) and methanol (50 ml) was refluxed 
for 2 hours. The mixture was concentrated under reduced 
pressure and the residue was dissolved in ethyl acetate. An 
ethyl acetate solution was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
residue was subjected to silica gel column chromatography^ and 
3- [1- (5-bromo-2-pyridyl) -3-isopropyl-lH-pyrazol-4-yl] ~1- 
propanol (1,32 g, yield 92%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 96-97°C. 
Reference Example 191 

A mixture of ethyl 3-- (l-ethylpropyl) -lH-pyrazole-4- 
carboxylate {41.42 g) , benzyl bromide (25 ml), potassium 
carbonate {30,00 g) and N^N-dimethylf ormamide {200 ml) was 
stirred overnight at room temperature. The reaction mixture 
was poured into dilute hydrochloric acid, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO/j) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and ethyl l-benzyl^-S- (1-ethylpropyl) -IH- 
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pyrazole~4~carboxylate {55.62 g, yield 94%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-'hexane 
(1:4, volume ratio) * 

^H^tMR (CDCl3)S: 0.84 (6H, t, Hz), 1.31 (3H, t, J=7.2 

^ Hz), 1. 60-^1,88 {4H, m) , 3.14-3.32 (IH, m) , 4*23 {2H, q, J-7 . 2 
R^) r 5,27 (2H, s), 7,10-7.40 m) , 7,86 (IR, s) . 

Reference Exaasple 192 

To a solution of ethyl l-benzyl-S- (1-ethylpropyl) -IH- 
pyra2ole-4-carboxylate (55.62 g) in tetrahydrofuran (200 ml) 

0 was added lithium aluminum hydride (5.38 g) at 0'=C, and the 
mixture was stirred , at room temperature for 1 hour. Sodium 
sulfate 10 hydrate (53.88 g) was added to the reaction 
mixture, and the mixture was stirred at room temperature for 1 
hour. The precipitate was removed by filtration and the 

^ filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and [l-benzyl-3- (1-ethylpropyl) ~1H- 
pyrazol-4-yl]methanol (47.18 g, yield 99%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate, 
^H-NMR (CDCl3)5: 0.84 (6H, t, J-7 . 4 Hz), 1.22 (IH, br t) , 1.60- 

0 1.82 (4H, m) , 2.48-2.70 (IH, m) , 4.52 {2H, d, J=5.0 Hz), 5,26 
(2H, s) , 7.08™7.42 {6E, m) . 
Reference Example 193 

A mixture of [l-benzyl-3- (l-ethylpropyl) -lH-pyrazol-4- 
yl]methanol (47.18 g) , activated manganese dioxide (152.00 g) 

^ and tetrahydrofuran (300 ml) was stirred overnight at room 
temperature. The insoluble material was removed by filtration 
and the filtrate was concentrated. The residue was subjected 
to silica gel column chromatography, and l-benzyl~3- (l- 
ethylpropyl) -lH-pyrazole~4-'carbaldehyde (42.25 g, yield 90%) 

5 was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). 

{CDCl3)5: 0,85 {6H, t, J-7 . 4 Hz), 1,67-1.90 (4H, m) , 
2.88-3.10 (IH, m), 5.29 {2H, s) , 7.18-7.41 {5H, m) , 7.76 {IH, 
s) , 9.87 (IH, s) . 

' Reference Exiample 194 
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To a mixture of l-benzyl— 3— (l-ethylpropyl) -lH-pyrazole-4— 
carbaldehyde (42,25 g) ^ ethyl diethylphosphonoacetate (40.70 
g) and N^li-dimethylf ormamide (200 ml) was added sodium hydride 

(60%, in oil, 6,95 g) at O^C and the mixture was stirred 
^ overnight at room temperature. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with dilute hydrochloric acid and 
then with saturated aqueous sodium chloride solution, dried 

(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl (E) -3- [l-benzyl-3- (l- 
ethylpropyl) "-lH--pyrazol"4-yl]propenoate (52.30 g, yield 97%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). 

^H-ISIMR {CDCl3)5: 0-83 (6H, t, J-7 . 2 Hz), 1,30 {3H, t, J-7 . 2 
^5 Hz), 1.60-1.84 (4H, m) , 2.64-2,78 (IH, m) , 4,21 q, J-7 , 2 

Hz), 5.27 (2H, s) , 6.02 {IH, d, J-15,6 Hz), 7.08-7,42 {5H, m) , 
7.51 (IH, s) , 7.57 (IH, d, J-15.6 Hz). 
Reference Exan^le 195 

A mixture of ethyl (E) -3- Il-benzyl-3- (1-ethylpropyl) -IH- 
pyrazol-4-yllpropenoate (10,00 g) , 5% palladium-carbon (10.26 
g) , formic acid (50 ml) and ethanol (50 ml) was refluxed for 5 
hours, Palladium"-carboB was removed by filtration and the 
filtrate was concentrated* The residue was dissolved in ethyl 
acetate, washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and ethyl 3— [3- 
(1-ethylpropyl) ~lH"-pyrazol-4-yl] propionate (6,60 g, yield 91%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:1, volume ratio). 

^H-NMR (CDCl3)5: 0.82 (6H, t, J-=7 . 4 Hz), 1,25 (3H, t, J=7.4 
Hz), 1.50-1,82 (4K, m) , 2.48-2.81 {5H, m) , 4.14 (2H, q, J-7 , 4 
Hz) , 7,36 (IH, s) . 
Reference Exanple 196 

To a solution of 3-^isopropyl"-4- [3- 
(methoxymethoxy) propyl] -"lH""pyrazole (0,90 g) in N,N- 
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dimethylformamide {30 ml) was added sodium hydride (60%, in 
oil^ 0.19 g) at O'^Cr and the mixture was stirred at room 
temperature for 30 minutes. 2 , 3 5-Trichloropyridine (0,89 g) 
was added at room temperature, and the mixture was stirred at 
^ room temperature for 3 hours. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried {MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and l-(3^5~- 
dichloro-2-pyridyl) -3-~isopropyl-4- [3- {methoxymethoxy) propyl] - 
IH-pyrazole (1.19 g, yield 78%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (1:5, 
volume ratio) . 

'H-NMR {CDCl3)S: 1.34 (6E, J-7 Hz), 1.85-2.00 (2H, m) , 2.55- 
^ 2.65 (2H, m) , 2.95-3,15 (IH, m) , 3.38 (3H, s) , 3.62 (2H, t, 
J=6 Hz), 4.65 (2H, s) , 7.84 {IH, s) , 7,86 (IH, d, a-2 Hz), 
8.35 (IH, d, J-2 Hz) . 
Reference Exair5>le 197 

A mixture of 1- (3 , 5-dichloro-2-pyridyl) -3-isopropyl-4™ [3- 

^ (methoxymethoxy) propyl] -iH-^pyrazole (1.18 g) , cone. 

hydrochloric acid (0,1 ml) and methanol (20 ml) was refluxed 
for 2 hours. The mixture was concentrated under reduced 
pressure and the residue was dissolved in ethyl acetate. An 
ethyl acetate solution was washed with saturated aqueous 

5 sodium chloride solution, dried (MgS04) and concentrated to 
give 3- [l- (3 , 5-dichloro-2-pyridyl) -3"*-isopropyl-lH~-pyrazol-4- 
yl]-l-propanol (1,02 g, yield 99%) as a colorless oil. 
^H-KfMR {CDCl3)5: 1.34 (6H, d, J-7 Hz), 1.80-2.00 (2H, m) , 2.55^ 
2.65 (2H, m) , 2. 95-^3. 15 (IH, m) , 3.70-3.80 {2H, m) , 7.84 (IH, 

^ s) , 7,86 (IB, d, J=2 Hz), 8.35 (IE, d, J-2 Hz). 
Reference Example 198 

To a mixture of sodium ethoxide (39.58 g) and diisopropyl 
ether (800 ml) was added a mixture of ethyl valerate (74.21 g) 
and ethyl formate (50.67 g) at 0*C over 1 hour. The mixture 

' was stirred at room temperature overnight. Acetic acid (66 ml) 
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was added to the reaction mixture over 20 minutes and then 
hydrazine monohydrate (32.0 g) was added over 10 minutes. The 
mixture was refluxed for 2 hours. Water (150 ml) was added to 
the reaction mixture and the mixture was stirred at 0°C for 1 
^ hour. The precipitated crystals were collected by filtration, 
washed with cold water and isopropyl ether, and dried to give 
gray-white crystals. To a mixture of the obtained crystals, 
triethylamine (10.1 ml) and tetrahydrofuran (70 ml) was added 
di^tert-butyl dicarbonate {16.7 ml) and the mixture was 
stirred overnight at room temperature. The reaction solution 
was concentrated and water was added to the residue. The 
resulting crystals^ were collected by filtration, washed with 
water and hexane, and dried to give tert-butyl 3-hydroxy-4- 
propyl-lH-pyrazole-l-carboxylate (10,30 g, yield 66%) as white 
crystals, melting point: 70-71°C (decomposition) . 
^H-mR (CDCl3)5: 0.95 {3H, t, J=-7 , 3 Hz), 1.55-1.65 (IIH, m) , 
2.35 t, J-7.4 H^) , 7.62 (IH, br s) , 

Reference Example 199 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
^0 pyridyl]-lH-pyrasol-4~yl}-l-propanol (660 mg) , tert-butyl 3- 
hydroxy-4-propyl--lH-pyrazole-l"-carboxylate (530 mg) , 
tributylphosphine (860 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (1.05 g) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with diethyl ether-^hexane 
(1:4, volume ratio) • A mixture of the obtained oily substance 
and 4N hydrogen chloride ethyl acetate solution (10 ml) was 
stirred overnight at room temperature. The reaction mixture 
was poured into saturated aqueous sodium hydrogen carbonate 
and extracted with ethyl acetate • The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
•3^ collected by filtration to give 4-propyl"3- <3-{3-propyl-l~ 15- 
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(trifluoromethyl) -2~pyridyll-lH-pYrazol-4-yl}propoxy} -IH- 
pyrazole (700 mg, yield 79%) . melting point: 127--128'='C- 
Reference Exiaiople 200 

To a mixture of S-iS-ethoxy-l- [5- {trifluoromethyl) -2- 
^ pyridyl]-lH-~pyrazol-4-yl}-l-propanol (1.00 g) , tert-butyl 3- 
hydroxy-4-propyl-lH-pyrazole-l-carboxylate (79 0 mg) , 
tribntylphosphine (1.31 g) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (1.64 g) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), A mixture of the obtained oily substance 
and hydrogen chloride ethyl acetate solution (20 ml) was 
stirred overnight at room temperature. The reaction mixture 
was poured into saturated aqueous sodium hydrogen carbonate 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed witli saturated aqueous sodium chloride solution, dried 

{MgS04) and concentrated* The obtained colorless crystals were 
collected by filtration to give 3- (3--{3-ethoxy-l- [5-- 

(trifluoromethyl) -2-pyridyl]-lH"-pyrazol-4-yl}propoxy) -4- 
propyl-lH-pyrazole (1.19 g, yield 89%). melting point: 121- 
122*^C. 

^H-lNlMR (CDCl3)8: 0.94 {3H, t, J- 7.3Hz), 1.42 (3H, t, J= 
7.1Hz), 1.57 (2H, sextet, J= 7.4Hz), 2.09 {2H, quintet, J= 
7.0Hz), 2.34 (2H, t, J= 7,4Hz), 2.59 (2H, t, J- 7.4Hz), 4.24 
(2H, t, J= 6.3Hz), 4.35 {2H, q, J- 7.0Hz), 7,14 (IH, s) , 7.80 
(IH, d, J- 8.5Hz), 7.90 (IH, dd, J- 8,8, 2.2Hz), 8,20 (IH, s) , 
8.53-8.55 (IE, m) , 8.82 (IH, br s) . 
Reference EKample 201 

A mixture of cyclohexylhydrazine hydrochloride (20.12 g) , 
dimethyl acetylenedicarboxylate (19.00 g) , potassium acetate 
(13.11 g) , acetic acid (70 ml) and toluene (70 ml) was stirred 
at 80^C for 3 hours. The reaction mixture was poured into 
water, and extracted with ethyl acetate. The ethyl acetate 
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layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. Toluene was added to 
the residue, and the resulting solid was removed by 
filtration. The filtrate was concentrated. The residue was 
^ subjected to silica gel column chromatography, and methyl 1- 
cyclohexyl-3~hydroxy-lH-pyrazole"5-carboxylate (11.86 g, yield 
40%) was obtained as colorless crystals from a fraction eluted 
with ethyl acetate-chlorof orm (1:6, volume ratio), melting 
point: 195-196^0- 
10 ^H-NMR (CDCl3)5: 1.23-1,97 (lOH, m) , 3.87 {3H, s) , 5^00-5.10 
(IH, m) , 6,14 (IH, s) , 10.99 (IH, br s) . 
Reference Example 202 

A mixture of methyl l-cyclohexyl-B-hydroxy-lH-pyrazole-S- 
carboxylate (11.00 g) , benzyl bromide {6.10 ml), potassium 
carbonate (6.80 g) and N,N-dimethylf ormamide (80 ml) was 
stirred overnight at room temperature. The reaction mixture 
was poured into dilute hydrochloric acid, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl 3-benzyloxy-l-cyclohexyl-lH- 
pyrazole-5-carboK:ylate (15*40 g, quantitative) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (l:4,r volume ratio). 

^H-NMR (CDCl3)5: 1.18-1.48 {3H, m) , 1.65-1.74 (IE, m) , 1.82- 
1.97 (6H, m) , 3.84 (3H, s) , 4,94-5.03 (IH, m) , 5.17 (2H, s) , 
6.18 (IH, s), 7.28-7.47 (5H, m) . 
Reference Estasc^le 203 

To a mixture of lithium aluminum hydride {4.65 g) and 
tetrahydrofuran (100 ml) was slowly added a solution of methyl 
3-benzyloxy-l-cyclohexyl-lH-pyrazole-5-carbo:8:ylate {15.40 g) 
in tetrahydrofuran (10 ml) at 0<^C, and the mixture was stirred 
at room temperature for 30 minutes. Acetone (20 ml) was slowly 
added to decompose excess lithium aluminum hydride r and brine 
(13 ml) was added. The precipitate was removed by filtration 
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and the filtrate was concentrated. The residue was subjected 
to silica gel column chromatography ^ and (S-^benzyloxy-l- 
cyclohexyl-lH~pyrazol-5-yl) methanol (13*61 g, yield 97%) was 
obtained as colorless crystals from a fraction eluted with 
^ ethyl acetate-hexane {2:3, volume ratio), melting point: 195- 
196°C, 

^H-NMR (CDCl3)5: 1.20-1,45 m) , 1.55-1,73 (2H, m) , 1.84- 

2.01 (6H, m) , 3.97-4.07 (IH, m) , 4.57 {2H, d, J"- 6.1Hz), 5.15 
(2H, s) , 5,59 (IB, s) , 7.27-7.47 (5H, iti) . 

Reference Example 204 

A mixture of {3~-benzyloxy-l-cyclohexyl-'lH™pyrazol'-5- 
yl)methanol (12.50 g) , activated manganese dioxide {50.0 g) 
and tetrahydrofuran (250 ml) was stirred overnight at room 
temperature. The insoluble material was removed by filtration 
and the filtrate was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3^ volume ratio) . To a mixture of the obtained oily 
substance^ ethyl diethylphosphonoacetate {6.75 g) and N^N-^ 

^0 dimethyl formamide (50 ml) was added sodium hydride (60%,. in 
oil^ 1.20 g) at 0°C and the mixture was stirred overnight at 
room temperature. The reaction mixture was poured into water, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl (E) -^3-- O-benzyloxy-l- 
cyclohexyl-lH-pyrazol-S-yl) propenoate {7,72 g, yield 50%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate^-hexane {1:4, volume ratio). 

3^ ^E-mm (CDCl3)5: 1.17-1.49 (6H, m) , 1.67-1.76 {IH, m) , 1,83- 

2.02 (6H, m) , 4.06-4,15 (IH, m) , 4.26 {2H, q, J« 7.1Hz), 5.17 
{2H, s) , 5.92 {IH, s) , 6.27 (IH, d, J- 15.9H2), 7.28-7.47 (5H, 

m) , 7,55 {IH, d, J- 15.9H2i)- 
Reference Exainple 205 

A mixture of ethyl (E) -3- (3-ben2yloxy-l-cyclohexyl-"lH- 
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pyrazol-S-yDpropenoate {7.70 g) , 5% palladium- carbon (1.0 g) , 
tetrahydrofuran (50 ml) and ethanol (50 ml) was stirred 
overnight at room temperature under a hydrogen atmosphere. 
Palladium-carbon was removed by filtration and the filtrate 
^ was concentrated to give ethyl 3- (l-cyclohexyl-S-hydroxy^lH- 
pyraziol-S-yl) propanoate (5.54 g, yield 96%) as colorless 
crystals, melting point: 173-174°C. 
Reference Exanxple 206 

To a mixture of methyl acetylenedicarboxylate (29.20 g) 
and methanol (200 ml) was added hydrazine monohydrate (10.30 
g) at O^Cr and the mixture was stirred overnight at room 
temperature. The reaction mixture was concentrated to give 
yellow crystals (28.61 g) , To a mixture of the obtained 
crystals, triethylamine (29,5 ml) and tetrahydrofuran (200 ml) 
was added di-tert-foutyl dicarbonate (48.6 ml) ^ and the mixture 
was stirred overnight. The reaction mixture was concentrated, 
A mixture of the obtained residue^ benzyl bromide, potassium 
carbonate (29.20 g) and IvI^H-dimethylf ormamide (200 ml) was 
stirred overnight at room temperature. The reaction mixture 
was poured into dilute hydrochloric acid, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. A mixture of the residue and 4N hydrogen 
chloride ethyl acetate solution (100 ml) was stirred overnight 
at room temperature > The reaction mixture was poured into 
saturated aqueous sodium hydrogen carbonate and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl 3-benzyloxy~lH-pyrazole~5- 
carboxylate (12.10 g, yield 26%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 
(2:3, volume ratio)* 

^H-NMR {CDCl3)8: 3.89 (3H, s) , 5.25 (2H, s) , 6.26 (IH, s) , 
7,22-7.47 (5H, m) , 10,60 {IH, br s) . 
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Reference Exair^le 207 

To a mixture of methyl 3-benzyloxy~-lH-pyrazole-5~ 
carboxylate (12.10 g) and H^N-dimethylfoimiamide (50 ml) was 
added sodium hydride {60%, in oil, 1.20 g) at 0°C and the 
^ mixture was stirred for 30 minutes. Isopropyl iodide (5.70 ml) 
was added and the mixture was stirred overnight at room 
temperature. The reaction mixture was poured into water, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgSO^) and concentrated. The residue was subjected to silica 
gel column chromatography, and methyl S-benzyloxy-l- (1- 
methylethyl) -lH-pyra2ole-5~carboxylate {7.34 g/ yield 51%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio), 
15 ^H-miK (CDCl3)5: 1^44 (6H, d, J=6 . 6 Hz), 3.84 (3H, s) , 5.18 

{2H, s) , 5.41 (IH, septet, J= 6.6Hz), 6.18 (IH, s) , 7.27-7,47 

(5H, m) . 

Reference Exanple 208 

To a mixture of lithium aluminum hydride (1.30 g) and 
^0 tetrahydrofuran (50 ml) was slowly added a solution of methyl 
3-benzyloxy-l" (l-methylethyl) -lB-pyrazole-5-carboxylate (7 . 34 
g) in tetrahydrofuran (5 ml) at O^C, and the mixture was 
stirred at room temperature for 30 minutes. Acetone (20 ml) 
was slowly added to decompose excess lithium aluminum hydride, 
and brine (4 ml) was further added. The precipitate was 
removed by filtration and the filtrate was concentrated- The 
residue was subjected to silica gel column chromatography, and 
t3-benzyloxy-l- (l-methylethyl) -lH-pyrazol-5-yl] methanol (2* 63 
g, yield 40%) was obtained as a colorless oil from a fraction 
eluted with acetone-hexane (2:3, volume ratio)* 
^H-IQMR (CDCl3)8: 1.44 {6H, d, J- 5.6Hz), 1.74 (IH, t, J-6.1 
Hz), 4.48 (IH, septet, J-6 . 6 Hz), 4.57 (2H, d, J- 5.8Hz), 5,15 
(2E, s) , 5.58 (IH, s), 7.24-7.50 (5H, m) . 
Reference Exaingple 209 
35 A mixture of [3-benzyloxy--l~ (1-methylethyl) -IH-pyrazol'-S- 
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yllmethanol {2.60 g) , activated manganese dioxide (8.0 g) and 
tetrahydrofnran {30 ml) was stirred overnight at room 
temperature. The insoluble material was removed by filtration 
and the filtrate was concentrated. The residue was subjected 

^ to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). To a mixture of the obtained oily 
substance, ethyl diethylphosphonoacetate (1,67 g) and N,N- 
dimethylformamide (20 ml) was added sodium hydride (60%, in 
oil, 0.30 g) at 0<^C, and the mixture was stirred overnight at 
room temperature. The reaction mixture was poured into water, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The residue was subjected to silica 

^ gel column chromatography, and ethyl (E) -3- {3-benzyloxy-l- {l-- 
methylethyl) -lH--pyrazol~5-yl) propenoate (1.23 g, yield 37%) 
was obtained as a colorless oil from a fraction eluted with 
diethyl ether-hexane (1:4, volume ratio), 

^R-NMR {CDCl3)5: 1.33 (3H, t, J= 7.1Hz), 1.46 (6H, d, J- 
^ 6.6Hz), 4-26 {2H, q, J- 7.2Hz), 4.57 (IH, septet, J- 6.6Hz}, 
5.17 (2H, s), 5.92 (IH, s) , 6.27 (IH, d, J- 15.8Hz), 7.27-7.50 
(5H, m) , 7.54 (IH, d, J- 15.8Hz). 
Reference Exan^le 210 

A mixture of ethyl (E) -3- (3-benzyloxy-l- (l-methylethyl) - 
^ lH-pyrazol^5-yl)propenoate (1.23 g) , 5% palladium-carbon (0.2 
g) and tetrahydrofuran (10 ml) was stirred overnight at room 
temperature under a hydrogen atmosphere. Palladium-carbon was 
removed by filtration and the filtrate was concentrated to 
give ethyl 3- (S-hydroxy-l- (1-methylethyl) -lH-pyrazoi-5- 
^ yDpropanoate (0.88 g^ quantitative) as colorless crystals, 
melting point: 123-124«C. 

'h-NMR (CDCl3)8: 1^27 (3H, t, J- 7.1Hz), 1.42 (6H, d, J- 
6.6Hz), 2,57-2.68 (2H, m) , 2,80-2.92 (2H, m) , 4.16 (2H, q, J- 
7.1Hz), 4.32 (IH, septet, J- 6.6Hz), 5,37 (IH, s) . 
^ Reference EseaiDple 211 
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A mixture of methyl 4-me1:hyl-3-oKopentanoate (20.00 g) 
and 1 , 1-dimethoxytrimethylamine {24,8 g) was refluxed for 2 
hours. The reaction mixture was concentrated to give a yellow 
oily substance. To a mixt"ure of the obtained oily substance 

^ and ethanol {200 ml) was added hydrazine monohydrate (7.30 g) 
at O^C^ and the mixture was stirred at room temperature 
overnight. The reaction mixture was concentrated, and the 
residue was dissolved in ethyl acetate, washed with saturated 
aqueous sodium hydrogen carbonate and brine in this order ^ 

^0 dried {MgSO^) and concentrated to give a brown oily substance, 
A mixture of the obtained oily substance^ benzyl bromide (17.0 
ml), potassium carbonate (20.0 g) and N ,N-dimethylformamide 
(200 ml) was stirred at room temperature for 4 hours. The 
reaction mixture was poured into water ^ and extracted with 
ethyl acetate- The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried {MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography^ and methyl l-benzyl-3- (l-methylethyl) -IH- 
pyra%ole--4-carboxylate (29.93 g, yield 84%) was obtained as a 
yellow oily substance from a fraction eluted with diethyl 
ether-hexane (1:4^ volume ratio) . 

^H-NMR {CDCl3)5: 1-31 (6H, d, J- 7.0Hz), 3.30-3.60 (IH, m) , 
3.76 {3H, s) , 5.24 (2H, s) , 7.18-7.40 {5H, m) , 7.69 (IH, s) . 
Refexeiice Exanaple 212 
25 Yo a mixture of lithixmi aluminum hydride (5.50 g) and 

tetrahydrofuran (260 ml) was slowly added a solution of methyl 
l"-ben2yl-3- (l-^methylethyl) -lH-pyrazole-«-4-carboxylate (29 . 93 g) 
in tetrahydrofuran (40 ml) at O^C, and the mixture was stirred 
at room temperature for 30 minutes. Acetone (20 ml) was slowly 
added to decompose excess lithium aluminum hydride and brine 
(15 ml) was added. The precipitate was removed by filtration 
and the filtrate was concentrated. The residue was subjected 
to silica gel colxamn chromatography, and [l-benzyl-3- (1- 
methylethYl)-lH'-pyra2ol-4-yl]methanol (25.21 g, yield 94%) was 
obtained as a colorless oil from a fraction eluted with 
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acetone-hexane (2:3, volume ra-tio) , 

^H~HMR {CDCl3)5: 1^32 d, J- 7.0Hs), 1.45 (IH, br s) , 3.08 

(IH, septet, J- 7.0Hz), 4.54 (2H, br s) , 5.22 {2H, s) , 7.14- 
7.40 {6H, m) . 
^ Reference Exainple 213 

A mixture of [l-benzyl-3- (l-methylethyl) -lH-pYrazol-4- 
yllmethanol (25.00 g) , activated manganese dioxide (100.0 g) 
and tetrahydroftiran (350 ml) was stirred overnight at room 
t.emperature . The insoluble material was removed by filtration 
and the filtrate was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:2, volume ratio) . To a mixture of the obtained oily 
substance^ ethyl diethylphosphonoacetate (25.80 g) and N,N- 
dimethyl formamide (180 ml) was added sodium hydride (60%, in 
oil, 4.60 g) at 0°C, and the mixture was stirred overnight at 
room temperature. The reaction mixture was poured into water, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel columji chromatography, and ethyl (E) -3- (l-*benzyl-3- (1- 
methylethyl)-lH-pyra2ol-4-yl)propenoate (30.25 g, yield 94%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). 
25 ^H^isgMR (CDCl3)5: 1^30 {3H, t, J- 7.3Hz), 1.33 {6H, d, J- 

6.8Hz), 3.16 {IH, septet, 6.8Hz), 4.21 {2H, q, J- 7.2Hz), 
5.25 {2H, s) , 6.51 {IH, d, J= 16.0Hz), 7.18-7.40 (5H, m) , 7.45 
(IH, s), 7.58 (IH, d, J= 16.0H21). 
Reference Example 214 
50 ^ mixture of 2-ethylphenol (12,22 g) , tributylamine 

(7.41 g) and toluene (50 ml) was added tin tetrachloride (2.61 
g) and the mixture was stirred at room temperature for 30 
minutes. Paraformaldehyde (6.60 g) was added and the mixture 
was stirred overnight at lOC^^C. The reaction mixture was 
poured into dilute hydrochloric acid, and extracted with ethyl 
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acetate. The ethyl acetate layer was washed with saturated 
aqueous sodiiom chloride solution, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and 3 -ethyl salicyl aldehyde (8.20 g, yield 55%) 
5 was obtained as a colorless oil from a fraction eluted with 
hexane . 

^H-NMR {CDCl3)5: 1.23 (3H, t, J=7.6 Hz), 2.70 (2H, q, J==7 . 6 
Hs), 6.95 (IH, t, J=7.5 Hz), 7,37-7.42 (2H, ra) , 9.89 (IH, s) , 
11.28 (IH, s) . 
^0 Referexice ExaiRple 215 

To a mixture of lithium aluminum hydride (2.00 g) and 
tetrahydrofuran (50 ml) was slowly added a solution of ethyl 
3- [l-benzyl-3- (1-methylethyl) -lH~'pyrazol~4-yl]propanoate 
(11.73 g) in tetrahydrofuran (10 ml) at 0°C, and the mixture 
^5 was stirred at room temperature for 30 minutes. Acetone (20 
ml) was slowly added to decompose excess lithium aluminum 
hydride, and brine (5.5 ml) was added. The precipitate was 
removed by filtration and the filtrate was concentrated. The 
residue was subjected to silica gel column chromatography, and 
20 3_ [l-benzyl-S- (l-methylethyl) -lH-pyrazol-4-yl] -l-propanol 
(9.95 g, yield 98%) was obtained as a colorless oil from a 
fraction eluted with acetone-hexane (2:3, volume ratio). 
^H-NMR (CDCl3)8: 1-29 (6H, d, J= 7.0Hz), 1.44 (IH, t, J= 
5.3Hz), 1.70-1.85 (2H, m) , 2.49 (2H, t, J- '7.7Hz), 2.98 (IH, 
2S septet, J- 7.0Hz), 3.67 (2H, d, J- 5.9Hz) , 5.22 (2H, s) , 7.02 
(IH, s) , 7.13-7.39 (5H, ra) . 
Reference Example 216 

To a mixture of 3- [1-benzy 1-3- (1-methylethyl) ~lH-pyra zol- 

4_yl3_l_propanol (9,95 g) , N-ethyldiisopropylamine (10.0 mi) 
30 and tetrahydrofuran (100 ml) was added chloromethyl methyl 
ether (5.50 ml) at 0°C and the mixture was stirred at room 
temperature overnight. The reaction mixture was poured into 
water, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
3S solution, dried (MgS04) and concentrated. The residue was 
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subjected to silica gel column chromatography, and l-benzyl-4- 
[3- (methoxymethoxy) propyl] -3- (l-methylethyl) -iH-pyrazole 
{10.57 yield 91%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (2:3, volume ratio) . 
^ ^H-MMR (CDCl3)§: 1.29 (6H, d, J- 7.0Hz}, 1.70-1.88 {2H, m) , 

2,49 (2H, t, J- 7.7Hz}, 2.98 (IH, septet, J- 7.0Hz), 3.34 (3H, 
s) , 3.54 (2H, t, J= 6.4Hz), 4.61 (2H, s) , 5.22 (2H, s) , 7.01 
(IH, s) , 7.12-7.38 {5H, m) . 
Reference Eacaniple 217 
^0 A mixture of 1-benzy 1-4- [3- (methoxymethoxy ) propyl] -3- (1- 

methylethyl)-lH-pyrazole (10.57 g) , 5% palladium-carbon {2,0 
g) and tetrahydrofuran {100 ml) was stirred overnight at 50^C 
under a hydrogen atmosphere. Palladium- carbon was removed by 
filtration and the filtrate was concentrated to give 4--[3- 
(methoxymethoxy) propyl] -3- (l-^methylethyl) -IH-pyrazole (7.44 g, 
quantitative) as a yellow oily substance. 

^H-NMR (CDCls)5: 1-29 C6H, d, J- 7.0Hz), 1.77-1.94 {2H, m) , 
2.53 {2H, t, J- 7.7Hz), 3.05 {IH, septet, J- 7.0Hz), 3.38 (3H, 
s), 3.57 {2H, t, J- 6.4Hz), 4.64 (2H, s) , 7.34 (IH, s) . 
Reference ]Sxaxqple 218 

To a mixture of ethyl 3- [3- (1-methylethyl) '-'lH™pyrazol-4~ 
y 1 ] propanoate (1.00 g) , 2"Chloro-"5-nitropyridine (0.79 g) and 
N,N-dimethylforxtiamide (10 ml) was added sodium hydride (60%, 
in oil, 0,25 g) at 0°C, and the mixture was stirred overnight 
at room temperature. The reaction mixture was poured into, 
water, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodi;5m chloride 
solution, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and ethyl 3-[3- 
3^ (l~methylethyl) -1- (S-nitro-a-pyridyl) -lH-pyrasol-4"- 

yllpropanoate (1,26 g, yield 74%) was obtained as yellow 
crystals from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), melting point; 90-91*='C* 
^R-mm (CDCl3)S: 1-27 (3H, t, J- 7.2Hz), 1.34 (6H, d, J- 
7.0Hz), 2.60-2.72 (2H, m) , 2.78-2.90 {2H, m) , 3.04 (IH, 
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septet, J- 6.9Hz), 4.17 {2H, q, J- 7,2Hz), 8,05 (IH, d, J- 

8.30 {IH, s) , 8,50 (IH, dd, J- 9.2, 2.6H2), 9.20 (IH, 
dd, J- 2.6, 0,6Hz) . 
Reference Exantple 219 

^ A mixture of ethyl 3~ [3- (l-methylethyl) -1- (5-nitro-2- 

pyridyl) -lH»pYrazol~-4-yl]propanoate (1.18 g) , 5% palladium- 
carbon (0.15 g) , methanol (4 ml) and tetrahydrofuran (4 ml) 
was stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 

° filtrate was concentrated to give ethyl 3- [1— {5-amino~2- 

pyridyl) -3- (1-methylethyl) -ia~pyrazol-4-yl]propanoate (0 . 93 g^, 
yield 94%) as yellow crystals, melting point: 
^H-NMR (CDCl3)8: 1-26 {3H, t, J- 7,lHz), 1.32 (6H, d, J- 
6.9Ez)r 2.57-2.65 {2H, m) , 2.77-2.85 (2H, m) , 3.03 {IE, 

5 septet, J- 6.9Hz), 3.63 (2H, br s) , 4.14 (2H, q, J- 7.2Hz), 
7.09 (IH, dd, J- 8.9, 2.9Hz), 7.70 (IH, dd, J= 8.6, O.SHe), 
7,82 (IH, dd, J- 3.0, 0.6Hz), 8,09 (IH, s) . 
Reference Example 220 

To a mixture of ethyl 3- [1-- (5-amino-2-pyridyl) -3- (1~ 

^ methylethyl) -lH~pyrazol-4"-yl]propanoate (2.00 g) , 

tetrafluoroboric acid (42%, 4 ml) and 1,4-dioxane (3 ml) was 
slowly added a solution of sodium nitrite (0.50 g) in water (1 
ml) at O^C and the mixture was stirred for 30 minutes. Cold 
water {30 ml) was added to the reaction mixture, and the 

^ precipitated crystals were collected by filtration, washed 
with water and air-dried. The obtained crystal was slowly 
added to toluene (15 ml) heated to 90°C^ and the mixture was 
stirred at lOO^C for 30 minutes. The reaction mixture was 
poured into water ^ and extracted with ethyl acetate. The ethyl 

^ acetate layer was washed with saturated aqueous sodium 

chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and a 
yellow oily substance (1.17 g) was obtained from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio) . To a 

^ mixture of the obtained oily substance and tetrahydrofuran (15 
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ml) was slowly added a 1.5M solution (6.5 ml) of 
diisobutylaluminum hydride in toluene at 0'=*C^ and the mixture 
was stirred at room temperature for 1 hour. The reaction 
mixture was poured into dilute hydrochloric acid^ and 
^ extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and 3- [1- (5-f luoro-2-pyridyl) -3- (l- 
methylethyl) '-lH-pyrazol'-4'-yl] -1-propanol (0,74 g, yield 42%) 
was obtained as colorless crystals from a fraction eluted with 
ethyl acetate-hexane {1:2^ volume ratio), melting point-: 78- 

^H-NMR (CDCl3)5: 1-32 (6H, d, J- 6,9Hk), 1.83-1.98 (2H, m) , 
2.58 {2H, t, J- 7.8H2), 3.02 (IH, septet, J- 6.9Hz), 3.74 (2H, 
t, J- 5.6Hz), 7.42-7.52 (IH, m) , 7.88-7.95 (IH, m) , 8.14-8.20 
{2H, m) . 

Reference Kxajrt^le 221 

To a mixture of 4- [3- (methoxymethoxy) propyl] -3- (l~ 
methylethyl) -IH-pyrazole (0.50 g) , 6-chloropyridine-3- 
carbonitrile (0.36 g) and N,N-dimethylf ormamide (6 ml) was 
added sodium hydride (60%, in oil, 0.12 g) at Q°C, and, after 
termination of hydrogen generation, the mixture was stirred at 
80°C for 3 hours. The reaction mixture was poured into water, 
and extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. A mixture of the obtained residue, 
cone, hydrochloric acid (2 drops) and methanol {6 ml) was 
stirred overnight at 60^C. The reaction mixture was poured 
into agueous sodium hydrogen carbonate, and the precipitated 
crystals were collected by filtration, washed with water and 
dried to give 6- [4- (3-hydroxypropyl) -3- (1-methylethyl) -IH- 
pyra2ol"l-yl]pyridine-3-carbonitrile (550 mg, yield 90%) as 
colorless crystals, melting point: 105-106*^C. 

^H-NMR {CDCl3)5: 1^32 {6H, d, J- 7.0Hz), 1.47 (IH, br s) , 1.82- 
2,00 (2H, m) , 2,53-2.66 (2H, m) , 3.03 (IH, septet, J- 6.9Hz), 
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3.75 (2Hr t,. J- 6.4Hz), 7.95 (IH, dd, J= 8.6^ 2.0Hz), 8.03 
(IH, dd, J= 8.6, l.OHz), 8.25 (IH, J- 0.9Hz), 8.61 (IH, dd, 

2.0, l.OHz) . 
Reference Escanpie 222 

^ To a mixture of 4- [3- (methoxymethoxy) propyl] -3- (l^- 

methylethyl) --iH-pyrazole (1.50 g) ^ 2-chloro-5-nit:ropyrid±ne 

(1.23 g) and N .N-dime-tbylf ormamide (10 ml) was added sodium 
hydride (60%, in oil, 0*37 g) at O^C, and, after termination of 
hydrogen generation, the mixture was stirred at 80°C for 3 
hours. The reaction mixture was poured into water, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

{MgSOfl) and concentrated. A mixture of the obtained residue, 
cone* hydrochloric acid (2 drops) and methanol (6 ml) was 
stirred overnight at 60^C. The reaction mixture was poured 
into aqueous sodium hydrogen carbonate, and the precipitated 
crystals were collected by filtration, washed with water and 
dried to give 3- [3- (l-methylethyl) -1- (5-nitro-2-pyridyl) -IH- 
pyrazol--4'--yl] -1-propanol (1.60 g, yield 80%) as colorless 
^0 crystals, melting point: 130-131'^C. 

^H-NMR (CDCl3)5: 1^34 {6H, d, J- 7.0Hs), 1.36 (IH, t, J- 
5.0Hz), 1.84-2,00 (2H, m) , 2.55-2,67 (2H, m) , 3.04 (IH, 
septet, J- 6.9HS), 3.76 {2H, t, J= 5.0Hz), 8.06 (IH, d, J= 
9.2Hz), 8.30 (IH, s) , 8.51 (IH, dd, J- 9.2, 2.8Hz), 9*20 (IH, 
dd, J- 2.5, 0,7Hz) . 
Reference Exainple 223 

To a mixture of 4-- [3- (methoxymethoxy) propyl] -3-- (l^- 
methylethyl) -lH™pyra%ole (1.52 g) , 2-chloro-5-methylpyridine 

(1.83 g) and N , N-dimethylf ormamide (15 ml), was added sodium 
hydride (60%, in oil, 0.43 g) at 0°C^ and, after termination of 
hydrogen generation, the mixture was stirred at 110°C 
overnight. The reaction mixture was poured into water, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgSO^) and concentrated. A mixture of the obtained residue,. 
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cone, hydrochloric acid (2 ml) and methanol (20 ml) was 
refluxed of 2 hours. The reaction mixture was poured into 
water ^ and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodi-um chloride 
^ solution, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and 3-[3-(l- 
methylethyl) -1^ ( 5™me thy 1-2 -pyr idyl) "lH-»pyra2;ol"-4-yl] -1--^ 
propanol (0,80 yield 43%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
(2:3^ volume ratio) , melting point: 82-83^0. 

^K-NMR (CDCl3)6: 1-33 {6H, d, J- 7.0Hz), 1.56 {IH, br s) , 1.82- 
1.97 (2H, m), 2,32 (3H, s) , 2.58 {2H, t, J- 7.7Hz), 3 . 03 (IH, 
septet, J- 7.0Hz), 3.74 (2H, t, J- 6.4Hz), 7.52-7.60 (IH, m) , 
7,82 (IH, d, J- 8,4Hs), 8.14-8.16 (IH, m) , 8.20 (IH, s) . 
Reference Example 224 

To a mixture of 3™ [3- (l-methylethyl) -1- {5-nitro~2-' 
pyridyl) -lH-pyrazol-4-yl] -1-propanol (1.18 g) , methyl (3- 
me thoxy-2-hydroxyphenyl) acetate (800 mg) , tributylphosphine 
(1.54 g) and tetrahydrofuran (40 ml) was added l,!'- 
azodicarbonyldipiperidine (2.05 g) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl (3-methoxy-2- { 3™ [3- (1-methylethyl) - 
1- (5~nitro-2-pyridyl) -lH-pyra2ol-4-yl]propoxy} phenyl) acetate 
(1.30 g, yield 50%) was obtained as yellow crystals from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
melting point: 108-109°C. 

^H~NMR {CDCl3)5: 1.35 t6H, d, J- 7.0Hz), 2.00-^2.17 (2H, m) , 
2.71 {2H, t, J= 7.7Hz), 3.07 <1H, septet, J- 6.9Hz), 3,68 (3H, 
s) , 3.85 {2H, s) , 4.07 (2H, t, J- 6.2Hz), 6.80-6.90 (2H, m) , 
7.02 (IH, dd, J- 8.4, 7.4Hz), 8.06 (IH, d, J-9.2Hz), 8.35 
(IE, s), 8.51 {IE, dd, J= 9.1, 2.5Hz), 9.20 (IH, d, J= 2.2Hz). 
Refer^ce Example 225 

A mixture of methyl (3'"methoxy-2"{3- [3- (1-methylethyl) --1^ 
(5-nitro-2-pyridyl) -lH'~pyrazol"4~yl]propoxy }phenyl) acetate 
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(0.88 g) , 5% palladium-carbon (0*1 g) , meiihanol (4 ml) and. 
tetrahydrofuran {4 ml) was stirred overnight at room 
temperature under a hydrogen atmosphere. Palladium-carbon was 
removed by filtration and the filtrate was concentrated. The 
^ residue was subjected to silica gel column chromatography, and 
methyl (2- (3-- [1- {5-araino-2-pyridyl) -3- {1 -methyl ethyl} ~1H~ 
pyrazol— 4-yl]propoxy}-3-methoxyphenyl) acetate {0 . 80 g,. yield 
95%) was obtained as a yellow oily substance from a fraction 
eluted with etiiyl acetate-hexane (1:4, volume ratio). 
^H-ISIMR (CDCl3)5- 1-33 (6H, d, J=- 7.0Hz), 1.97-2.15 {2H, m) , 
2.68 {2e, t, J- 7.BHZ) , 3.05 {IH, septet, J- 6.9H2:), 3.63 (2H, 
br s) , 3.66 {3H, s) , 3.68 (2H, s) , 3.83 {3H, s) , 4.05 (2H, t, 
J=: 6.4Hz), 6.78-6.88 (2H, m) , 6.95-7.27 (2H, m) , 7.72 (IE, d, 
J- 8.8Hz), 7.83 {IH, d, J-2.6Hz), 8.14 (IH, s) . 
Reference Example 226 

To a mixture of 4- [3- (methoxymethoxy) propyl] ~3- (1- 
raethylethyl) -IH-pyrazole (1.00 g) , 3-chloro-6-" 

(trif luoromethyl) pyridazine (1.03 g) and JSf ,]SI~dimethylf ormamide 
(15 ml) was added sodium hydride (60%, in oil, 0.28 g) at O'^C, 
and, after termination of hydrogen generation, the mixture was 
stirred at room temperature for 3 hours* The reaction mixture 
was poured into water, and the precipitated crystals were 
collected by filtration and washed with water. A mixture of 
the obtained residue, cone, hydrochloric acid (3 drops) and 
methanol (15 ml) was refluxed for 4 hours. The reaction 
mixture was poured into ice water, and the precipitated 
crystals were collected by filtration, washed with water, 
dried and subjected to silica gel column chromatography, and 
3-{3~ (1-methylethyl) -l- 16-- (trif luoromethyl) pyridazin-3-yl] -IH- 
pyrazol'™4'-'yl}"-l'"propanol (l^OO g^ yield 68%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
chloroform (1:3, volume ratio), melting point: 113^114**C. 
^H-mR (CDCl3)S: 1.33 (6H, d, J- 6.6Hz), 1.42 (IH, t, J- 
5.1Hz), 1.84-2.01 (2H, m) , 2.63 (2H, t, iJ== 7.9Hz), 3.05 (IH, 
septet, J- 6.8Hz), 3.77 (2H, q, J= 5.7Hz), 7.83 {IH, d, J= 
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9.0Hz), 8.29 (IH, d, 9.0Hz), 8.50 (IH, s) . 
Reference Sxan^le 227 

To a raixti-ure ojE^ 4- [3- {methoxyinethoxy)propyl]™3- (1^ 
methyle-thyl) "'lH--pYra%ole (1*00 g) , 3-chloro-6-- 
^ mei::hoxypyridazine {0.82 g) and K^H-dimethylf ormamide (15 ml) 
was added sodium hydride {60%^ in oil, 0.24 g) at D^C, and, 
after termina'tion of hydrogen generation, the mixture was 
stirred at room temperature for 3 hours. The reaction mixture 
was poured into water, and the precipitated crystals were 
collected by filtration and washed with water. A mixture of 
the obtained wet crystals, cone* hydrochloric acid (3 drops) 
and methanol (15 ml) was refloxed for 4 hours. The reaction 
mixture was poured into ice water, and the precipitated 
crystals were collected by filtration, washed with water, 

^.^ dried and subjected to silica gel column chromatography, and 
3- { 1"- [6--methoxypyridazin--3™yl] -3" (1 --methyl ethyl) -'lH--'pyrazol-^4-™' 
yl}'-l-"propanol (300 mg, yield 23%) was obtained as a colorless 
oil from a fraction eluted with acetone-chlorof orm (1:4, 
volume ratio) , melting point: 122-123^C. 

20 ^H-ITOR {CDCl3)5: 132 (6H, d, J= 6.9Hz), 1.39 (IH, t, J- 

5,3Hz), 1.84-1.97 (20, m) , 2.60 (2H, t, J-7.7H2;), 3.03 (IH, 
septet, lT- 7.0Hz), 3.75 {2H, q, J-= 5.8Hz), 4.12 (3H, s) , 7.06 
{IH, d, J= 9.3Hs), 8.11 (IH, d, J= 9.3Hz), 8.32 (IH, s) . 
Reference Example 228 

To a mixture of 4- 13- (methoxymethoxy)propyl]-'3'" (1- 
methylethyl)-"lH-pyrazole (l^OO g) 6-chloropyrida2;ine-3- 
carbonitrile (0.72 g) and N,N-dimethylf ormamide (15 ml) was 
added sodium hydride (60%, in oil, 0.24 g) at 0*=^C, and^ after 
termination of hydrogen generation, the mixture was stirred at 
room temperature for 3 hours . The reaction mixture was poured 
into water, and the precipitated crystals were collected by 
filtration and washed with water. A mixture of the obtained 
wet crystals, cone, hydrochloric acid (3 drops) and methanol 
(15 ml) was refluxed for 4 hours. The reaction mixture was 
poured into ice water, and the precipitated crystals were 
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collected by filtration, washed with water, dried and 
subjected to silica gel column chromatography, and 6-[4-(3- 
hydroxypropyl) -3- (1-raethylethyl) -lH-pyrazol-l-yl]pyridazine--3- 
carbonitrile (950 rag, yield 74%) was obtained as colorless 
^ crystals from a fraction eluted with ethyl acetate-chloroform 
{1:2^ voliame ratio), melting point: 140'™141^C. 
^H"NMR (CDCl3)5: 1.32 (6H, J- 7.0Hz), 1.37 (IH, t, J- 
S.lHz), 1.84-2,01 m) , 2.63 (2H, t, J-7.9Hz), 3.05 (IH, 

septet, 6.9Hz), 3.77 (2H, J- 5.6Hz), 7.82 {IH, d, J- 
0 9,0Hz), 8.25 (IH, d, J- 9,0Hz), 8.48-8.50 {IH, m) . 
Reference Example 229 

To a mixture of 3- (l-ethylpropyl) -4- ta- 
Cmethoxymethoxy) propyl] -^iH-pyrazole (2.20 g) , 3-chloro-6- 
(trifluoromethyl)pyridazine (2.17 g) and N^H^-dimethylf ormamide 
{30 ml) was added sodium hydride (60%, in oil, 0.48 g) at O^C, 
and, after termination of hydrogen generation, the mixture was 
stirred at room temperature for 2 hours. The reaction mixture 
was poured into water, and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated, A mixture 
of the obtained wet crystals, cone, hydrochloric acid (3 
drops) and methanol {50 ml) was refluxed for 4 hours. The 
reaction mixture was poured into water, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The residue was subjected to silica gel coltmin 
chromatography, and 3~{3- (1-ethylpropyl) -1- [6- 
{trifluoromethyl)pyridazin--3~yl]-'lH-'pyrazol"4'-yl}-l"~propanol 
(1.73 g, yield 55%) was obtained as colorless crystals from a 
fraction eluted with ethyl acetate-hexane (1:2, volume ratio), 
melting point: 86-87«>C. 

^H-mR (CDCl3)5: 0,87 (6H, d, J- 7.3Hz), 1,46 (IH, br s) , 1.60- 
2.00 (6H, m) , 2.53--2.70 (3H, m) , 3.76 (2H, t, J« 6,4Hz), 7.83 
(IH, d, J- 9.2Hz), 8.29 (IH, d, J- 9.2Hz), 8.51 (IH, s) . 
Reference Bscample 230 
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To a mixture of 4- [3-- (metJiioxYmethoKY) propyl] -3- (l- 
mei:hYlei:hyl) -IH-pyrazole (1.50 g) ^ a-methyl-tlilo-S- 
(trif ltioromethyl)pyrimidine {1.40 g) and N^N-dimethylf ormamide 
(15 ml) was added sodium hydride {60%, in oil, 0.48 g) at: O^C, 
^ and, after termination of hydrogen generation, the mixture was 
stirred at room temperature for 4 hours. The reaction mixture 
was poured into water ^ and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated, A mixture 
of the obtained residue, cone, hydrochloric acid (3 drops) and 
methanol {50 ml) was refluxed for .4 hours. The reaction 
mixture was poured into water, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried {MgSO^} and 
concentrated. The residue was subjected to silica gel column 
chromatography^ and 3- {3~ {1-methylethyl) -1- [5- 
(trif luoromethyl) pyrimidin~2-yl] -lH-pyrazol-4-yl } -1-propanol 
(240 mg, yield 11%) was obtained as colorless crystals from a 
fraction eluted with ethyl acetate-chloroform (1:3, volume 
ratio) . melting point: 98-99^C. 

^H-NMR (CDCl3)5: 1^38 (6H, d, J- 7.0Hz), 1.85-2.01 (2H, m) , 
2.63 {2H, t, J- 7,7Hz), 3.11 (IH, septet, J- 7.0Hz), 3.77 (2H, 
t, J- 6.2Hz), 8.34 (IH, s) , 8.91 (2H, s) . 
Reference Exaitple 231 
^5 a mixture of 4- [3- {methoxymethoxy)propyll-3- {I'- 

methylethyl) -IH-pyrazole (1,00 g) , 2-methylthiopyrimidine-5- 
carbonitrile (0.80 g) and N^N-dimethylf ormamide {15 ml) was 
added sodium hydride (60%, in oil, 0.24 g) at O'^'C^ and, after 
teannination of hydrogen generation, the mixture was stirred at 
room texivperature for 2 hours. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution ^ dried (MgS04) and concentrated. A mixture 
of the obtained residue, cone, hydrochloric acid (3 drops) and 
methanol (20 ml) was refluxed for 4 hours. The reaction 

231 



wo 03/099793 



PCT/JP03/06389 



mixture was poured intio water, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The residue was subjected to silica gel column 
^ chromatography, and 2- [4- {3-hydroxypropyl) -3- (1-methylethyl) - 
lH"-pyrazol-l-yl]pyrimidine-5-carbonitrile (450 mg, yield 36%) 
was obtained as colorless crystals from a fraction eluted with 
ethyl acetate-chloroform' (1:4^ volume ratio), melting point: 
153-154°C. 

^0 ^H^NMR (CDCl3}5: 1^38 (6H, d, J= 7.0Hz), 1.44 (IH, t, J= 

5,2Hz), 1,84-2.00 (2H, m) , 2.62 {2H, t, J- 7.8Hz), 3.10 (IH, 
septet, J= 7.0Hz), 3.77 (2H, q, J= 5,9Hz), 8,31 (IH, s) , 8.93 
{2H, s) . 

Reference Exairple 232 

To a mixture of 4- [3- (methoxymethoxy) propyl] -3- Cl- 
methylethyl) -lE-pyra2;ole (1.20 g) , 2-chloro-5~ethylpyrimtdine 
to. 89 g) and H ,M-dimethylf ormamide (15 ml) was added sodium 
hydride (60%, in oil, 0.29 g) at O^C, and, after termination of 
hydrogen generation, the mixture was stirred at room 

20 temperature for 3 hours. The reaction mixture was poured into 
water, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated, A mixture of the 
obtained residue, cone* hydrochloric acid (1 ml) and methanol 

2^ (20 ml) was refluxed for 5 hours. The reaction mixture was 

poured into water ^ and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried {MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and 3-E1-- 
{5-ethylpyrimidin-2""yl) --3- (1 -methyl ethyl) -lH-pyrazol-4-yl] ™1- 
propanol (1.36 g, yield 88%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
(7:3, volume ratio), melting point: 70-71«^C. 
^H--lsiMR (CDCl3)S: 1*27 {3H, t, J= 7.5Hz), 1.37 (6H, d, J- 
6.8Hz), 1.73 (IH, br s) , 1.83-2.00 {2H, m) , 2.54'-2.72 (4H, m) , 
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3.11 (IH, septet, J- 7.0Hz), 3.75 (2H, t, J- 6.4Hz), 8.28 {IH, 
s) , 8,53 {2H, s) . 
Reference Exanple 233 

To a iriixture of 3- (1-ethylpropyl) -4- [3- 
^ (methoxymethoxy) propyl] -lH-~pyrazole (2.70 g) ^ 2-methylthiO""5- 
(trifluoromethyl)pyrimidine (2.62 g) and tetrahydrofuran (50 
ml) was added sodiim hydride (60%, in oil, 0.58 g) at O^C, and, 
after termination of hydrogen generation, the mixture was 
stirred at room temperature overnight. The reaction mixture 
^0 was poured into water, and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. A mixture 
of the obtained residue, cone, hydrochloric acid (3 drops) and 
methanol {50 ml) was refluxed for 6 hours. The reaction 
mixture was poured into water, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and 3-{3- (l-ethylpropyl) -1- [5- 
2^ (trif luoromethyl) pyrimidin'-2-ylI -lH-pyrazol-4-yl }-l-'propanol 
(1,19 g, yield 31%) was obtained as a yellow oily substance 
from a fract;ion eluted with ethyl acetate-hexane (2:3, volume 
ratio) . 

^H-NMR (CDCl3)8: 0.87 (6H, t, J- 7 ,3Rz) , 1.63-2.00 (6H, m) , 
25 2,55-2.80 {3H, m) , 3.76 (2H, t, J- 6.2Hz), 8.35 (IH, s) , 8,92 
(2H, s) , 

Reference BKaniple 234 

A mixture of methyl (2-hydroxy"3-methoxyphenyl) acetate 
(1.00 g) , benzyl alcohol (1.10 g) , p-toluenesulfonic acid* 

■^0 monohydrate (0.10 g) and toluene {15 ml) was stirred overnight 
at 90°C while evaporating produced methanol. The reaction 
mixture was concentrated. The residue was subjected to silica 
gel column chromatography, and benzyl (2-hydroxy""3" 
methoxyphenyl) acetate (1.35 g, yield 97%) was obtained as a 

^5 colorless oil from a fraction eluted with ethyl acetate-hexane 
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(1:2, volume ratio), 

^H-M^R (CDCl3)5: 3.73 {2H, s) , 3.88 {3H, s) , 5,16 {2H, s) . 5.87 
(IH, s) , 6.80 (3H, s) , 7.28-*7.40 (5H, m) . 
Reference Escanple 235 
5 A mixture of ethyl 3- [3- (l-ethylpropyl) -lH-pyrazol-4- 

yllpropanoate (10.57 g) , benzyl bromide {4.40 ml), potassium 
carbonate (5.00 g) and N .H-dimethylf ormamide (80 ml) was 
stirred at 70^C for 6 hours. The reaction mixture was poured 
into water ^ and extracted with ethyl acetate. The ethyl 
3-0 acetate layer was washed with saturated aqueous sodium 

chloride solution, dried {MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and a 
yellow oily substance was obtained from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). To a mixture, of 
lithium aluminum hydride (1.50 g) and tetrahydrofuran (20 ml) 
was slowly added a solution of the above-mentioned oily 
svibstance in tetrahydrofuran (10 ml) at O^C, and the mixture 
was stirred at room temperature for 30 minutes. Acetone (10 
ml) was slowly added to decompose excess lithium aluminum 
hydride^ and brine (4 ml) was further added. The precipitate 
was removed by filtration and the filtrate was concentrated. 
The residue was subjected to silica gel column chromatography,, 
and 3" [l-bensyl-S- (l~ethylpropyl) -lH-pyrazol-4-yl] -l--propanol 
(7.69 yield 80%) was obtained as a colorless oil from a 
fraction eluted with acetone-hexane (1:2,. voliame ratio) - 
^R-mm {CDCl3)5: 0.83 (6H, t, J- 7,3Hz), 1.35 (IH, t, J- 
5.4H2:), 1.60-1.85 {6H, m) , 2.40-2.65 (3H, ra) , 3.67 {2H, q, J- 
5.9Hz), 5.24 {2Rr s) , 7.03-7.40 {6H, ra) . 
Reference Exainple 236 
30 To a mixture of 3- [l-benzyl-3- (l-ethylpropyl) -IH-pyrasol- 

4-ylJ-l-propanol (7.53 g) , H-ethyldiisopropylamine {11.5 ml) 
and tetrahydrofuran {100 ml) was added chloromethyl methyl 
ether (6.40 ml) at 0°C and the mixture was stirred at room 
temperature overnight. The reaction mixture was poured into 
35 water ^ and extracted with ethyl acetate. The ethyl acetate 
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layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography^ and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
^ hexane {1:2, volume ratio). A mixture of the obtained oily 
substance, 5% palladium-carbon (0.8 g) and tetrahydrofuran (50 
ml) was stirred overnight at 50°C under a hydrogen atmosphere. 
Palladium-carbon was removed by filtration and the filtrate 
was concentrated. The residue was subjected to silica gel 
column chromatography, and a colorless oil was obtained from a 
fraction eluted with acetone-hexane (2:3, volume ratio) . 3~(1-* 
Ethylpropyl) -4- [3- (methoxymethoxy) propyl] -IH-pyrazole (4.93 
yield 77%) was obtained as a colorless oil. 

^H--1S1MR {CDCl3)5: 0.82 (6H, d, J= 7.3H2), 1.50-1.94 (6H, m) , 
^5 2.44-2.70 {3H, m) , 3.38 (3H, s) , 3.57 {2E, t, J- 6,4Hz), 4.64 
{2H, s) , 7.36 {IH, s) . 
Reference Example 237 

A mixture of 3-ethylsalicylaldehyde (8.10 g) , bens^yl 
bromide (11.07 g) , potassium carbonate (8.94 g) and N,N- 
dimethylformamide <30 ml) was stirred at 50°C for 1 hour. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The residue was subjected to silica 
gel coliiiiTm chromatography r and a-benzyloxy-S-ethylbenzaldehyde 
(12.50 g^ yield 96%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (2:98, volume 
ratio) - 

^H-NMR (CDCl3)S: 1.27 (3H, t, J-7 . 6 Ez) , 2.76 (2H, q, J-7,6 
30 Hz), 4.98 {2H, s) , 7.22 (IH, t, J«7.6 Hz), 7.39-7.43 (5H, m) , 
7.51-7.53 (IH, m) , 7.70-7.72 (IH, m) , 10.28 (IH, ra) , 
Reference Exannple 238 

A mixture of ethyl 3^ (3-ethoxy-'li?-pyrazol"4"yl) propanoate 
{7.01 g) , sodium hydride (60%, in oil, 1.59 g) and N,H- 
dimethylformamide {165 ml) was stirred at room temperature for 
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30 minutes. 2-~Chloro-4- (trifliioromethyl) pyridine (6.00 g) was 
added and the mixture was stirred overnight. Saturated aqueous 
ainmoni'uin chloride solution was added to the reaction mixture, 
and extracted with ethyl acetate. The ethyl acetate layer was 
^ washed with saturated aqueous sodium chloride solution ^ dried 

{MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3"{3~ethoxy-l- [4'- 

(trif luoromethyl) -2-pyridinyl]-lH~pyraEol-4-yl}propanoate 

(9.05 g, yield 77%) was obtained as a pale-yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 

(1:9,, volume ratio). 

^E-NMR (CDCl3)5: 1^26 (3H, t, J = 7.0 Hz), 1.44 (3H, t, J - 7.0 
Hz), 2.56 - 2.66 m) , 2.70 - 2.81 (2H, m) , 4.15 (2H, q, J 

- 7.0 Hz), 4.37 (2H, q, J - 7.0 Hs) , 7.18 - 7.24 (IH, m) , 7.91 
15 „ 7^94 (iH, m) r B.18 (IH^ s) . 8.45 (IH, d, J = 5.0 Hz) . 
Reference Example 239 

To a solution of ethyl 3-{3-ethoxy-l- [4- 
(trif luoromethyl) -2-"pyridinyl3 "lH-pyra2:ol""4-yl}propanoate 
(10.2 g) in tetrahydrofuran {280 ml) was dropwise added a 0.93 
m solution (92.0 ml) of diisobutylaluminum hydride in hexane 
at O^C, and the mixture was stirred at room temperature for 1 
hour. IN Hydrochloric acid was added to the reaction mixture 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOis) and concentrated to give S-O-ethoxy-l- [4-^ 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4-yl}-l-propanol 
(9*07 g, quantitative) as a white solid. The crystals were 
recrystallised from ethyl acetate-hexane to give colorless 
crystals, melting point: 73-74^C. 
^0 Reference BKaxnple 240 

A mixture of ethyl 3^isopropyl"-li?~pyrazole-4-carboxylate 
(12,8 g) , sodium hydride (60%, in oil, 3,08 g) and H,N- 
dimethylformamide (350 ml) was stirred at room temperature for 
30 minutes. 2 , 5-Dichloropyridine (11.4 g) was added and the 
mixture was stirred overnight at 100°C. Saturated aqueous 
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arnmoBXum chloride solutioB was added to the reaction raixture, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated acjueous sodium chloride solution and 
saturated aqueous sodium chloride solution^ dried {MgS04) and 
^ concentrated . The residue was subjected to silica gel column 
chromatography f and a white solid was obtained from a fraction 
eluted- with ethyl acetate-hexane {1:19^ volume ratio). To a 
solution of the obtained solid in tetrahydrofuran (230 ml) was 
dropwise added a 1*0 M solution (176 ml) of dlisobutyl aluminum 
hydride in hexane at 0°C, and the mixture was stirred at room 
temperature for 1 hour. Dilute hydrochloric acid was added to 
the reaction mixture^ and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography^ and [1^(5- 
chloro-2-pyridinyl) -■3-isopropyl"liir-pyrazol~4— yljmethanol (12. 6 
g^ yield 71%) was obtained as a white solid from a fraction 
eluted with ethyl acetate— hexane (1:4, volume ratio). The 
crystals were recrystallized from ethyl acetate— hexane to give 
colorless crystals, melting point; 135-136^C, 
Reference Example 241 

A mixture of ethyl (E) -3- [1- (5"Chloro-2-pyridinyl) -3- 
isopropyl-lH-pyra2ol-4-yl]propenoate (1.35 g) , platinum oxide 
{100 mg) and ethanol {100 ml) was stirred at room temperature 
for 1 hour under a hydrogen atmosphere. Platinum oxide was 
removed by filtration and the filtrate was concentrated. The 
residue was subjected to silica gel column chromatography, and 
ethyl 3- [1- (5-chloro-2-pyridinyl) -3-isopropyl-llir-pyrazol-4- 
yl] propanoate (1.09 g, yield 68%) was obtained as a white 
solid from a fraction eluted with ethyl acetate-hexane (1:19, 
volume ratio) * The crystals were recrystallized from ethyl 
acetate-hexane to give colorless crystals, melting point: 70- 
71°C. 

Reference Example 242 

To a solution of ethyl 3- [1- {5-"Chloro-2^pyridinyl) -3- 
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isopropyl-l/f-pYrazol-4~Yl]propanoate {1.08 g) in 
tetrahydrofuran (30 ml) was dropwise added a 0*93 M a solution 
(9.8 ml) of diisobutylaluminum hydride in hexane at: O^C, and 
the mixture was stirred at room temperature for 1 hour. IH 
^ Hydrochloric acid was added to the reaction mixture, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated to give 3- [1™ (5-chloro-2-pyridinyl) -3- 
isopropyl-li?-pyrazol-4-yl]~l-propanol {0.92 quantitative) 
as a white solid. The crystals were recrystallized from ethyl 
acetate-hexane to give colorless crystals, melting point: 93- 

Reference Elxainple 243 

Diethyl ethoxymethylenemalonate (56.9 ml) was added to a 
solution of ethylhydrazine oxalate (42.6 g) in toluene (150 
ml) -acetic acid (150 ml) -water {100 ml) and the mixture was 
stirred at room temperature for 1 hour, and at lOO^C overnight* 
The reaction solution was cooled to room temperature^ the 
organic solvent was evaporated under reduced pressure, and the 

^0 residue was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution^ dried (MgS04) and concentrated. The residue was 
washed with diisopropyl ether to give a pale-yellow solid. A 
mixture of the obtained solid, benzyl bromide (29,0 ml) , 

2^ potassium carbonate {33,7 g) and N , ISf-dimethylf ormamide {350 

ml) was stirred at room temperature for 2,5 days and saturated 
aqueous ammonium chloride solution was added to the reaction 
mixture. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and ethyl 
3-benEyloxy-l~ethyl-lH-"pyrazole-4~carboxylate (34.0 g, yield 
43%) was obtained as a pale yellow oily substance from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) , 

35 2.j^_]^|MR (CDCl3)8: 1*33 {3H, t, J 7*4 Rz) ^ 1^46 (3H, t, J = 7.4 
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H2:) , 4.01 q, J - 7.4 Hz) , 4.27 (2H, J - 7.4 Hz) , 5.34 

{2H, s) , 7.22 - 7.42 (3H, m) , 7.46 - 7.54 (2H, m) , 7.72 (IH, 
s) , 

Reference Exainple 244 

To a mixture of ethyl 3-benzyloxy-l-ethyl"lH-pyrazole-4- 
carboxylate (34.0 g) and tetrahydrofuran (500 ml) was .slowly 
added lithium aluminum hydride (4.70 g) at. O^C and the mixture 
was stirred at room temperature for 1.5 hours, IM Hydrochloric 
acid was added to the reaction mixture , and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and (3-ben2yloxy-l-ethyl-lH-pyrazol-4- 
yl) methanol (19.9 g, yield 69%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (3:2^ 
volume ratio) . 

'H-NMR (CDCl3)8: 1.42 (3H, t, J - 7.2 H2) , 3,98 (2H, d, J - 7.2 
Hz), 4.47 {2H, s) , 5.24 (2H, s) , 7.20 {IH, s) , 7.27 - 7.39 
(3H, m) , 7.40 - 7,45 (2H, m) . 
Reference Example 245 

To a mixture of {3-benzyloxy-~l-ethyl-lH-pyrazol-"4- 
yl)methanol (1.40 g) , acetone cyanohydrin {1.10 ml), 
tributylphosphine (3.00 ml) and tetrahydrof uran (60 ml) was 
added 1 , 1 '"-azodicarbonyldipiperidine (3.04 g) at room 
temperature^ and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography ^ and (S-benzyloxy-l-ethyl- 
lH-pyraaol-4-yl) acetonitrile (0.72 g, yield 49%) was obtained 
as a yellow oily substance from a fraction eluted with ethyl 
acetate— hexane (1:5^ volume ratio). 

^H-NMR (CDCl3)5: 1-44 {3H, t, J = 7.2 Hs) , 3.43 (2H, s) , 3.99 
{2H, q, J - 7.2 Rz) r 5.22 (2H, s) , 7.23 ^ 7.46 (6H, m) . 
Reference BKaxngple 246 

A mixture of {3-benzyloxy-l-ethyl--li!f-pyrasol-4~ 
yl) acetonitrile (720 mg) , 6N aqueous sodium hydroxide solution 

239 



wo 03/099793 



PCT/JF03/06389 



(20 ml) , tetrahydrofnran (20 ml) and ethanol {20 ml) was 
stirred tinder reflux for 2 days. After cooling^ the reaction 
mixture was acidified by adding IN hydrochloric acid^. and 
extracted with ethyl acetate. The ethyl acetate layer was 
^ washed with saturated aqueous sodium chloride solution^ dried 
(MgSO^) and concentrated. A mixture of the residue^ a 10% 
solution (30 ml) of hydrochloric acid in methanol and methanol 
(30 ml) was stirred at room temperature for 2.5 hours. After 
concentration, the residue was subjected to silica gel column 
^0 chromatography, and methyl (3-benzyloxy-l-ethyl-lH-pyrazol-4- 
yl) acetate (470 mg, yield 57%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-^hexane 
(2:3^ volume ratio). 

^E-NMR (CDCl3)5: 1-43 (3H, t, J - 7.2 Hz), 3.40 (2H, s) , 3.68 
^5 (3H, s) , 3.98 q, J -7.2 Hz), 5.22 s) , 7.23 (IH, s) , 

7,27 - 7.39 (3H, m) , 7.40 - 7.47 {2H, m) . 
Reference Example 247 

A mixture of methyl t3-ben2yloxy-l"~ethyl-lH-pyrazol-4- 
yl) acetate (11.0 g) r 5% palladium-carbon (2.19 g) and ethanol 
(300 ml) was stirred overnight at room temperature under a 
hydrogen atmosphere. Palladium-carbon was removed by 
filtration and the filtrate was concentrated. The residue was 
■subjected to silica gel column chromatography, and methyl (1- 
ethyl-3-hydroxy-lff-pyrazol'™4"yl) acetate (7.17 g, yield 97%) 
was obtained as a white solid from a fraction eluted with 
ethyl acetate. The crystals were recrystallized from ethyl 
acetate-hexane to give colorless crystals, melting point: 72- 
73^C, 

Reference Example 248 

50 a solution of cyclohexylhydrazine hydrochloride (30.0 

g) in toluene (100 ml) --acetic acid (100 ml) was added sodium 
acetate (16.3 g) and the mixture was reacted at room 
temperature for 10 minutes • A solution of diethyl 
ethoxymethylenemalononate (39.8 ml) was added and the mixture 

■3^ was stirred overnight at 80<*C. After cooling the reaction 
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solution to room temperature, the resulting precipitate was 
removed by filtration. The filtrate was concentrated. The 
residue was subjected to silica gel column chromatography, and 
ethyl l-cyclohexyl-3-hydroKy-lff-pyrazole-4-carboxylate (46 . 2 
^ yield 9 7%) was obtained as a purple solid from a fraction 
eluted with ethyl acetate-he xane (1:4, volume ratio). The 
crystals were recrystallized from ethyl acetate-hexane to give 
colorless crystals, melting point: 91-92^C. 
Reference Example 249 

A mixture of ethyl l~cyclohexyl-3-hydroxy-lH-pyrazole-4" 
carboxylate {46.0 g) , benzyl bromide (24,1 ml), potassium 
carbonate (28.1 g) and H ,N-dimethylformamide (400 ml) was 
stirred overnight at room temperature. Saturated aqueous 
ammonium chloride solution was added to the reaction mixture, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous ammonium chloride solution and 
saturated aqueous sodium chloride solution^ dried (MgSO^) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and ethyl 3-ben2:yloxy-l~cyclohexyl-lif- 
pyrazole-4-carboxylate (61 • 5 g, yield 97%) was obtained as a 
yellow oily substance from a fraction elated with ethyl 
acetate-hexane (1:19, volume ratio). 

^H-NMR (CDCl3)8: 1-10 - 1.28 (3H, m) , 1.37 (3H, t, J - 7.2 Hz), 
1,38 - 1,49 (2H, m) , 1.56 - 1,82 (5H, m) , 3.81 - 3.92 (IH, m) , 
^5 4,31 (2H, J - 7.2 Hz), 5.41 (2H, s) , 7.32 - 7.39 (5H, m) , 
7.77 (IH, s) . 
Reference EKainple 250 

To a mixture of ethyl S-benzyloxy-l-cyclohexyl-lH- 
pyrazole'-4-carboxylate (31.5 g) and tetrahydrofuran (300 ml) 
was slowly added lithium aluminum hydride {2.73 g) at 0°C and 
the mixture was stirred at room temperature for 1 , 5 hours . 
Aluminum lithium hydride (1.81 g) was added, and the mixture 
was stirred at room temperature for 1 hour. IN Hydrochloric 
acid was added to the reaction mixture, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with IN 
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hydrochloric acid and saturated aqueous sodit^ chloride 
solution ,r dried (MgS04) and concentrated. The residue was 
subjected "to silica gel colimn chromatography^ and (3- 
benzyl oxy-l-cyclohexyl"-li?-pyrazol--4-yl) methanol (16.5 g, yield 
^ 60%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane (1:1, volume ratio)* 
^B-miR (CDCl3)S: 1.14 - 1,35 (3H, m) , 1.40 - 1.86 (IH, brm) , 
1,59 ™ 1.86 (7H, m) , 3.87 ™ 4,00 {IH, m) , 4.48 (2H, d, J = 4.5 
Hz), 5,24 (2H, s) , 7.31 - 7.41 {6H, m) . 
Reference Exainple 251 

To a mixture of (3--"ben2;yloxY"™l"Cyclohexyl-li?-pyrazol~4- 
yl)methanol {16.5 g) , acetone cyanohydrin {8.77 ml), 
tributylphosphine (21.5 ml) and tetrahydrofuran (350 ml) was 
added a 40% solution (39.1 ml) of diethyl aaodicarboxylate in 
toluene at room temperature and the mixture was stirred 
overnight. The reaction solution was concentrated and 
diisopropyl ether was added to the residue. The resulting 
unnecessary material was removed by filtration. The filtrate 
was concentrated. The residue was subjected to silica gel 
column chromatography, and a pale yellow oily substance was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:5, volume ratio). A mixture of the obtained oily substance, 
6N aqueous sodium hydroxide solution (100 ml) , tetrahydrofuran 
(100 ml) and ethanol (100 ml) was stirred under reflux for one 
day* After cooling to room temperature, the reaction solution 
■ was concentrated. The residue was diluted with water (300 ml) 
and washed with ethyl acetate. The aqueous layer was acidified 
by adding cone, hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS04) and 
concentrated to give {3-benzyloxy™l'-cyclohexyl-lH-pyra%ol-4- 
yl) acetic acid (7.86 g, yield 44%) as a yellow oily substance. 

(CDCl3)8: 1.14 - 1.28 (3H, m) , 1.54 ~ 1.84 (7H, m) , 3.40 
(2H, s) , 3.76 - 3.92 {IH, m) , 5.05 (2H, s) , 7.32 - 7.41 (6H, 
m) . 
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Reference Exanople 252 

A mixture of {3-benzyloxy'-l~cyclohexyl-lH-pyrazol""4- 
yl) acetic acid (7.86 g) , a 10% solution (125 ml) of 
hydrochloric acid in methanol and methanol (125 ml) was 

^ stirred overnight at room temperature. The reaction solution 
was concentrated and the residue was diluted with ethyl 
acetate* The diluted solution was washed with j^aturated 
aqueous sodiiom chloride solution, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 

^0 chromatography, and methyl (3-benzyloxy-l-cyclohexyl-li?'- 
pyrazol-4-yl) acetate (1,98 g, yield 24%) was obtained as a 
yellow oily substance from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). 

^H-NMR (CDCl3)5: 1-12 - 1.30 {3H, m) , 1.52-1.84 (7H, m) , 3,38 
(2H, s) , 3.70 (3H, s) , 3.76 - 3.89 (IH, m) , 5.05 s) , 7.33 

- 7.42 (6H, m) . 
Reference Example 253 

A mixture of methyl (S-benzyloxy-l-cyclohexyl-lH-pyrazol- 
4-yl) acetate (1.98 g) . 5% palladium-carbon (400 mg) and 
^0 ethanol (60 ml) was stirred overnight at room temperature 

under a hydrogen atmosphere. Palladium-carbon was removed by 
filtration and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography, and methyl (1- 
cyclohexyl-3-hydroxy-lH-pyrazol-4-yl) acetate (1.24 g, yield 

2^ 92%) was obtained as a white solid from a fraction eluted with 
ethyl acetate-hexane (3:1, volume ratio). The crystals were 
recrystallized from ethyl acetate-hexane to give colorless 
crystals, melting point: 135"-136°C, 
Reference Example 254 

30 To a solution of diethyl 2-'formylsuccinate (2.02 g) in 

ethanol (15 ml) was dropwise added a solution of 
methylhydrazine (580 pji) in ethanol (5 ml) at 0*=»C, The 
reaction solution was stirred at O^C for 30 minutes and at room 
temperature for 1 hour, followed by heating to 80^C. After 
stirring at said temperature overnight, the reaction solution 
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was concentra-fced. The obtained brown solid was recrystallizied 
from ethyl acetate-hexane to give ethyl (S-hydroxy-l-methyl- 
liJ-pyrazol-4-yl) acetate {1.42 g, yield 77%) as colorless 
crystals, melting point: 104"*105^C, 

^ Reiference Exacnple 255 

To a solution of ethylhydrazine oxalate (4.08 g) in 
ethanol (30 ml) was added sodium ethoxide (3.70 g) at O^C. The 
mixture was stirred at room temperature for 1 hour and a 
solution of diethyl 2--f ormylsuccinate (5.00 g) in ethanol {30 
^0 ml) was dropwise added at O^C. The reaction solution was 
stirred at G^C for 30 minutes and, at room temperature for 2 
hours, which was followed by heating until reflux. After 
stirring at said temperature overnight, the reaction solution 
was cooled to room temperature, and the resulting precipitate 
was removed by filtration < The filtrate was concentrated. The 
obtained residue was subjected to silica gel column 
chromatography, and ethyl {l-ethyl-5-hydroxy-li?-pyraaol-4- 
yl) acetate (2.36 g, yield 48%) was obtained as a brown solid 
from a fraction eluted with ethyl acetate-hexane (1:9, volume 
ratio) . The crystals were recrystallized from ethyl acetate- 
hexane to give colorless crystals, melting point; 107-'108°C, 
Reference Exaxnple 256 

To a solution of ethyl hydrazinoacetate hydrochloride 
(3.56 g) in ethanol {25 ml) was added m aqueous sodium 

^■5 hydroxide solution (23.1 ml) at O^C. The reaction solution was 
stirred at room temperature for 1 hour and a solution of ethyl 
2-formylpropanoate (3,00 g) in ethanol (75 ml) was dropwise 
added at 0°C. The reaction solution was stirred at room 
temperature for 1 hour, which was followed by heating until 
reflux. After stirring overnight, the reaction solution was 
cooled to room temperature, and concentrated. The obtained 
residue was subjected to silica gel column chromatography , and 
ethyl (5"hydroxy-4-methyl-liJ-pyrazol"-l-yl) acetate (3,35 g, 
yield 79%) was obtained as a colorless oil from a fraction 
eluted with methanol"-ethyl acetate (1:7,, volume ratio) , 
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^H-NMR {CDCl3)5: 1.25 - 1,32 (3H, m) , 1.39 (l.OH, d, J = 8.1 

Hz), 1.89 (2H, s), 3,22 {0.3H, J - 8.1 Hz), 4.17 - 4.26 
(2H, m) , 4.45 s) , 4.58 (1.4H, s) , 7.22 - 7.24 (0.7H, 

m) r 7.29 - 7.31 (0.3H, m) . 
^ Reference Example 257 

To a solution of ethyl hydra zino acetate hydrochloride 
(1.64 g) in ethanol {10 ml) was dropwise added IN aqueous 
sodium hydroxide solution {10.6 ml) at 0<^C. The reaction 
solution was stirred at room temperature for 1 hour and a 
3^0 solution of ethyl 2-f ormylbutanoate (2.13 g) in ethanol (30 

ml) was dropwise added' at 0°C. The reaction solution was 
stirred at room temperature for 2.5 hours, and at 80^C 
overnight. The reaction solution was cooled to room 
temperature and concentrated. The obtained residue was 
subjected to silica gel column chromatography, and ethyl (4- 
ethyl-S-hydroxy-lH-pyraziol-l-yl) acetate (1.54 yield 81%) 
was obtained as a white solid from a fraction eluted with 
ethyl acetate-hexane (19:1, volume ratio). The crystals were 
recxystallized from ethyl acetate-hexane to give colorless 
crystals, melting point: 77"-7 8*=^C. 
Reference Example 258 

A mixture of ethyl (E) -3-[l-benzyl-3-~ (1-methylethyl) -IH- 
pyrazol-4"yl]propenoate (30.25 g) 5% palladium-carbon (3.5 g) 
and tetrahydrofuran (200 ml) was stirred overnight at room 
temperature under a hydrogen atmosphere. Palladium-carbon was 
removed by filtration and the filtrate was concentrated. The 
residue was subjected to silica gel column chromatography,, and 
ethyl 3- tl--benzyl-3- (l--methylethyl) -lH-pyrazol-4'"yl] propanoate 
(11.73 g, yield 39%) was obtained as a yellow oily substance 
from a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . 

^H-M^R (CDCl3)8: 1^20 (3H, t, J- 7.2H2), 1.30 (6H, d, J- 
7.0Hz), 2,44-2.55 (2H, m) , 2.68-2.79 (2H, m) , 2.99 (IH, 
septet, J- 7.0Hz), 4.09 (2H, q, J= 7.2Hz), 5.23 (2H, s) , 7.12- 
^5 7.40 (6H, m) . 
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Reference Exanipla 259 

Ethyl 3 - [3- (1-methyletliyl) -lH-pyrazol-4"»yl]proparxoat:e 
(10.06 g, yield 47%) was obtained as a yellow oily substance 
from a fraction eluted following the compound described in 
^ Reference Example 258 in the silica gel coliamn chromatography 
described in Reference Example 258, 

^H-lJMR (CDCl3)6: 1.25 (3H, t, J- 7.2Hz), 1.29 (6H, d, J- 
7.0Hz), 2.50-2.60 (2E, m) , 2.72-2,83 (2H, m) , 3.06 {IH, 
septet, J- 7.0Hz), 4.14 {2H, q, J- 7.2Hz), 7.34 (IH, s) . 
Reference Exaxnqple 260 

To a mixture of 2-benzyloxy-3-ethylbenzaldehyde (12.40 
g) , methyl (methylthio) methyl sulfoxide (12.82 g) and 
tetrahydrofuran (100 ml) was added a 40% solution (2.00 ml) of 
ben!2yltrimethylammonium hydroxide in methanol at room 
temperature, and the mixture was stirred at 65^C for 2 hours* 
The reaction solution was concentrated. The residue was 
subjected to silica gel column chromatography, and 2-{2- 
benzyloxy~-3-ethylphenyl)-l-- (methylthio) vinyl methyl sulfoxide 
(15.20 g, yield 85%) was obtained as a yellow oily substance 
from a fraction eluted with ethyl acetate-hexane (1:1, volume 
ratio) . 

^n-mm {CDCl3)S: 1.24 (3H, t, J-7 . 6 Hs) , 2.29 (3H, s) , 2.72 
{2H, q, J-7.6 Hz), 2,72 {3H, s), 4, 79-4. 82 {2H, m) , 7.16 {IH, 
t, J-7.6 Hz), 7. 29 (IH, dd, J-7 . 6 , 1 . 6Hs) , 7.32-7.42 (3H, m) , 

^ 7.49-7.51 {2H, m) , 7.95 (IH, dd, J-7 . 6 , 1 . 6Hs) , 8.03 (IH, s) . 
Reference Exanple 261 

A mixture of 2- (2-benzyloxy-3"ethylphenyl) -1- 
(methylthio) vinyl methyl sulfoxide (14.90 g) ^ a 10% solution 
(100 ml) of hydrogen chloride in methanol and methanol (100 

^ ml) was refluxed for 16 hours. The reaction solution was 
concentrated. Ethyl acetate and aqueous sodium hydrogen 
carbonate were added to the residue and the mixture extracted. 
The ethyl acetate layer 

sodium chloride solution, dried {MgS04) and concentrated. The 
^ residue was subjected to silica gel column chromatography, and 
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methyl (2-benzyloxy-3-ethYlphenyl) acetate <9.60 g, yield 79%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (4:96^ volume ratio). 

^H"NMR {CDCl3)5: 1.25 (3H, t, Hz), 2.73 (2H, q, J-7.6 

^ Hz), 3.66 (3H, B) r 3.69 {2H, s) , 4.84 (2H, s) , 7.08 {IE, t, 
J-7.6 Hz), 7.13 (IH, dd, J-7.6,1.6Hz) , 7.19 {IE, dd, 
J-7.6,1.6H2) , 7.32-7.43 {3H, m) , 7.46-7.48 {2H, m) , 
Reference Bxanple 262 

A mixture of methyl (2-benzyloxy-3-ethylphenyl). acetate 
{9.20 g) , 5% palladium-carbon (1.00 g) and methanol (50 ml) 
was stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and methyl (3-~ethyl-2- 
hydroxyphenyl) acetate {5.40 g, yield 86%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9^ volume ratio). 

^H--NMR (CDCl3)5: 1.23 {3H, t, J-7 . 6 Hz), 2.69 {2H, q, J-7 . 6 
Rz) r 3.68 C2H, s) , 3.75 (3H, s) , 6,83 {IH, t, J-7 . 6 H^) , 6.94 
(IH, dd, J-7.6,1.6Hz) , 7.10 (IH, dd, J-7 . 6 , 1 . 2Hz) , 7.53 (IH, 
s) . 

Reference Exan^ple 263 

A mixture of 2-coumaranone (25.00 g) , a 10% solution (30 
ml) of hydrogen chloride in methanol and methanol (30 ml) was 
stirred at 50^C for 30 minutes. The reaction solution was 
concentrated. Ethyl acetate and aqueous sodium hydrogen 
carbonate were added to the residue and the mixture was 
extracted. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl {2-hydroKyphenyl) acetate (30.60 g, 
yield 99%) was obtained as a colorless oil from a fraction 
eluted with diethyl ether, 

^H--NMR {CDCl3)S: 3.68 {2H, s) , 3.74 (3H, s) , 6,86-6.93 (2H, m) , 
7.10 (IH, dd, J-7.2,1.6 Hz), 7.16-7.20 (IH, m) , 7.35 (IH, 
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Reference Example 264 

To a mixture of metJiyl {2-hydroK:yphenyl) acetate (4.99 g) , 
diisopropyl amine (610 mg) and methylene chloride (300 ml) was 
^ slowly added N-bromosuccinimide (5.34 g) under ice~cooling^ 
and the miscture was stirred for 1 hour. The reaction mixture 
was poured into dilute hydrochloric acid, and extracted with 
chloroform- The chloroform layer was washed with saturated 
aqueous sodium chloride solution^ dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl {3™"bromO"'2'-hydroxyphenyl) acetate 
(5.60 g, yield 76%) was obtained as a colorless oil from a 
fraction eluted with chloroform. 

^H-NMR (CDCl3)5: 3-71 (2H, s) , 3,73 {3H, s) , 6.32 (IB, s),6.78 
(IH, t, J-S.O Hz), 7,11 (IH, dt, J-8.0,0,8Hz) , 7.41 (IH, dd, 
J=8.0,1.6 Hz) . 
Reference Example 265 

A mixture of methyl {3"-bromo-2-hydroxyphenyl) acetate 
(4.30 g) , benzyl bromide (3.30 g) , potassium carbonate (4.84 
g) and acetone (50 ml) was refluxed for 1 hour. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography^ and methyl {2-benzyloxy-3- 
bromophenyl) acetate (4.10 yield 70%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
{4:96r volume ratio)* 

^H~mR {CDCl3)5: 3.65 (3H, s) , 3.66 (2H, s) , 5,01 (2H, s),7.00 
(IH, t, Cr-8.0 Hz), 7.23 (IH, dd^ J=8, 0,1.2 Hz), 7.33-7.43 (3H, 
m) , 7.49-7^54 (3H, m) . 
Reference Eacanple 266 

A mixture of methyl (2-"benzyloxy™3-broraophenyl) acetate 
(2.01 g) ^ copper (I) cyanide (2.14 g) and N,N-dimethylformamide 
(30 ml) was stirred at 190°C for 16 hours. The reaction 
mixture was poured into a mixture of iron (III) chloride and 
dilute hydrochloric acid. The mixture was stirred for 1 hour 
and extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution,, dried 
(MgSOO and concentrated. The residue was subjected to silica 
gel column chromatography, and methyl (2-benzyl02cy-3'~ 
cyanophenyl) acetate (1,20 g, yield 71%) was obtained as a 
5 colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4^ volume ratio ) . 

^H-HMR (CDCl3)S: 3.62 {2H, s) , 3.64 (3H, s) . 5.24 {2H, s) , 7.16 
{IH, t, J-7.6 Hz), 7.34-7.42 C3H, m) , 7.46-7.50 (3H, m) , 7.57 
(IH, dd, J-7.6,1,6 Hz) . 
^0 Reference Example 267 

A mixture of methyl (2-benzyloxy-3-cyanophenyl) acetate • 
{1.10 g) , 5% palladium'-carbon (110 mg) and methanol (15 ml) 
was stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated- The residue was subjected to silica 
gel column chromatography, and methyl {3-cyano-2*-' 
hydroxyphenyl) acetate <700 mg, yield 94%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(3:7^ volume ratio). 
20 ^n-BMR {CDCi3)5: 3.73 s) , 3.80 (3H, s) , 6.95 (IH, t, J-7 . 6 

Hz) r 7.31 (IH, dt, J-7.6,0-8 Hz), 7.48 (IH, dd, J=7.6,1.6 Hz). 
Reference Kxanqple 268 

A mixture of methyl (2-benzyloxy-3-bromophenyl) acetate 
1,90 g) , copper {I) chloride (2.24 g) and N,N-dimethylf ormamide 
^5 (20 ml) was stirred at 190*='C for 16 hours. l?he reaction 
mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
<MgS04) and concentrated. The residue was subjected to silica 
gel columji chromatography, and methyl {2-benzyloxy~3- 
chlorophenyl) acetate {740 mg, yield 45%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(2:98, volume ratio). 

^H-NMR (CDCl3)5: 3.64 {2H, s) , 3.65 (3H, s) , 5.02 {2H, s) , 7,05 
^5 (IH, t, J-8.0 Hz), 7.17 (IH, dd, J-8.0,1.6 Hz), 7.34-7.42 (4H, 
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m) , 7,46-7.51 (2H, m) . 
Reference ExantpXe 269 

A mixture of met:hyl (2-benzYloxy"3-c]:ilorophenyl) acetate 
(680 mg) , 5% palladinm-carbon (70 mg) and methanol (15 ml) was 
^ stirred overnight at room temperature under a hydrogen 

atmosphere* Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography^ and methyl {3'-chloro-2- 
hydroxyphenyl) acetate (300 mg, yield 64%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-^hexane 
(1:9, volume ratio). 

^H-mR (CDCl3)5: 3.70 (2H, s) , 3.73 (3H, s) , 6,28 (IH, s) , 6.84 
(IH, t, J-8.0 Hz), 7.08 (IH, dd, J-8.D,0.8 Hz), 7.27 (IH, dd, 

0,1,0 H2) . 
Reference Kxaxnple 270 

To a mixture of ethyl 3- [3- (1-methylethyl) -lH-pyrazol-4- 
yl]propanoate (1,50 g) , 2"-chloro-5- (trif iuoromethyl) -1 , 3 , 4- 
thiadiazole (1.50 g) and N .N-dimethylf ormamide (15 ml) was 
added sodium hydride (60%, in oil, 0.34 g) at O^C, and, after 
termination of hydrogen generation, the mixture was stirred at 
room temperature for 1 hour. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and ethyl 
S-CS- (1-methylethyl) -1- [5- (trif luoromethyl) -1 ,3 ,4-thiadiazol- 
2~yl]-lH-pyra2:ol""4"yl}propanoate (1.29 g, yield 50%) was 
obtained as a yellow oily substance from a fraction eluted 
with ethyl acetate-hexane (1:4, volume ratio). 

50 ^H-NMR (CDCl3)5: 1-27 {3H, t, J- 7.1Hz), 1.30 (6H, d, J- 

7.0HS), 2.57-'2.90 (4H, m) , 3.01 (IH, septet, J- 7.0Hz), 4.17 
(2H, q, J= 7.1HJ2:), 8.13 (IH, s) . 
Reference Example 271 

To a solution of ethyl 3-{3- (1-methylethyl) -1- [5- 

^5 (trif luoromethyl) -1,3 ,4-»thiadiazol--2-yl] -lH-pyrazol-4- 
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yllpropanoate (1.29 g) in tetrahydrofiaran (15 ml) was dropwise 
added a 1>5M solution (5,7 ml) of diisobutylalnminum hydride 
in toluene at: O^C^ and the mixture was stirred at room 
temperature for 1 hour. The reaction mixture was poured into 
^ dilute hydrochloric acid, and extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution^ dried {MgS04) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
3~{3~ (1-methylethyl) -1- [5- (trif luoromethyl) -1 , 3 ,4-thiadiazol- 
2"yl]-lH~pyrazol-4-yl}-l-propanol (0.82 g, yield 73%) was 
obtained as colorless crystals from a fraction eluted with 
ethyl acetate-hexane (2:3^ volume ratio) - .The crystals were 
recrystallized from ethyl acetate-hexane > melting point: 89- 
90°C. 

^5 ^H~NMR (CDCl3)5: 1-30 {6H, d, J= 7,0Kz), 1.45 (IH, br s) , 1.82"- 
1.9B (2H, m) , 2.62 (2H, t, J- 7.8Hz), 3.00 (IB, septet, J- 
7.0Hz), 3.76 (2H, t, J- 6.0He), 8.13 (IH, s) . 
Reference EKanple 272 

To a mixture of l-ben2;yl-4- [ 3- (1 ^ 3-dioxolan-2-yl) propyl] - 

•20 lH-pyrazol-3-ol (21.8 g) and N.ISF-dimethylf ormamide (150 ml) 
potassium carbonate (16.7 g) was added diethylsulfuric acid 
(17*3 ml) at room temperature,, and the mixture was stirred 
overnight. Saturated aqueous ammonium chloride solution was 
added to the reaction mixture, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution^ dried (MgS04) and 
concentrated. The obtained residue was subjected to silica gel 
column chromatography, and l--benzyl-4-[3- {l,3-dioxolan"2- 
yl)propyl] -S-ethoxy-lH-pyrazole (19.5 yield 82%) was 

■50 obtained as a yellow oily substance from a fraction eluted 
, with ethyl acetate-hexane (1:3^ volume ratio)* 

NMR (CDCI3) 8: 1*36 {3H, t, J - 6.9 Hz), 1.57 - 1,74 (4H, 
m) , 2.32 - 2.39 (2H, m) , 3.80 - 3.98 (4H, m) , 4.22 {2H, J = 
6.9 Hz), 4.82 - 4.87 (IH, m) , 5.07 (2H, s) , 6.93 (IH, s) , 7,13 
7.17 (2H, m) , 7.23 - 7.35 (3H, m) . 

251 



wo 03/099793 



PCT/jnP03/06389 



Reference Escan^le 273 

A mixture of 3 , 3-~dimethyl-2~butanone (6.19 ml) and 
bis {dime thy lamino)met;hoxyme thane (6,61 g) was heated under 
reflux for 10 hours. The reaction mixture was concentrated 

^ under reduced pressure* Hydrazine monohydrate (1.60 g} and n- 
butyl alcohol (24.9 ml) were added to the residue, and the 
mixture was heated under reflux for 7 hours. The reaction 
mixture was concentrated under reduced pressure to give 3~ 
tert-butyl-lH-pyrazole (3.79 g, yield 61%) as a yellow oily 

° substance , 

^H-NMR (CDCI3) 5: 1.34 {9H, s) , 6.10 (IH, d, J-2 . 0 H%) , 7.49 
(IH, d, J-2.0 Hz)/ 10.3 (IH, br s) . 
Reference Exaii^le 274 

To a mixture of B-tert-butyl-lH-pyra^ole (3.72 g) , 2- 

^ chloro-S- (trifluoromethyl) pyridine {5.45 g) and 

methylpyrrolidone (18.6 ml) was added sodium hydroxide (1.80 
g) while stirring the mixture at room temperature. After 
allowing reaction as it was for 8 hours, water (38 ml) and 6H 
hydrochloric acid (80 ml) were added and the mixture was 

^ extracted with ethyl acetate. The extract was washed with 

water and concentrated under reduced pressure. The residue was 
subjected to silica gel column chromatography^ and eluted with 
hexane and then with toluene to give 2- (3-tert-butyl-lH- 
pyraizol-l-yl) -5- (trif luoromethyl) pyridine (7.04 g, yield 87%) 

^ as a colorless oil, 

^H--NMR {CDCI3) 8: 1*37 (9H, s) , 6.37 (lH,d, J-2.6 Hz), 7.97 
(IE, dd, J=8.7, 2,1 Hz), 8.08 (IH, d, J-8 . 7 Hz), 8.46 (IH, d, 
J-2.7 Hz), 8. 6-8.7 (IE, m) . 
Reference Eiscaxnple 275 

^ Iodine (3.91 g) and successively diammonium cerium{IV) 

nitrate (844 rag) were added to a solution of 2- (3-tert-butyl- 
lH'-pyrazol-'l--yl) ^5- (trif luoromethyl) pyridine (6.93 g) in 
acetonitrile (139 ml) while stirring the mixture at room 
temperature, and the reaction was continued for 5 hours. After 

^ the completion of the reaction^ the reaction mixture was 
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concentrated under reduced pressure. Water was added to the 
residue and the mixture was extracted with ethyl acetate. The 
organic layers were combined, washed with saturated aqueous 
sodium thiosulfate solution, dried (magnesium sulfate) and 
^ concentrated under reduced pressure to give 2- {3-tert-butyl-4- 
iodo-lH-pyrazol'-l-yl) -5- (trif luoromethyl) pyridine (9 . 82 g, 
yield 96%) as a yellow oily substance. 

^H-NMR (CDCI3) 8: 1-49 s) , 7.97 (IH, dd, J-8 . 7 , 2.1 H2) , 

8.03(1H, d, J-8.7 Hz), 8.59 (IH, s) , 8. 6-8.7 {IH, m) . 
Reference Kxainple 276 

A mixture of 2- (3-tert™butyl-4~ioda-lH~pyra2;ol-l-yl) -"5- 
{ trif luoromethyl) pyridine (8.68 g) , palladium acetate {494 
mg) , triphenylphosphine (1.15 g) , sodium acetate {3.61 g) , 
benzyltriethylammonium chloride {5.01 g) , methyl acrylate 
(7.89 ml) and N-methylpyrroIidone (86.8 ml) was stirred in a 
nitrogen stream at an outer temperature of 80°C for 17 hours. 
The reaction mixture was cooled to room temperature and an 
insoluble material was removed by filtration. Water was added 
to the filtrate and the mixture was extracted with ethyl 
acetate. The organic layers were combined^ washed with water, 
dried (sodium sulfate) and concentrated under reduced 
pressure • The residue was subjected to silica gel column 
chromatography, and methyl (E) -3-{ 3-tert-butyl-l- [5- 
( trif luoromethyl) ^2-pyridinyl] -lH~pyrazol~4-yl}-2-propenoate 
(5.43 g, yield 70%) was obtained as a white solid and was 
obtained from a fraction eluted with hexane-ethyl acetate 
(19:1, volume ratio). 

^H-NMR (CDCI3) 5: 1^44 (9H, s) , 3,80 {3H, s) , 6.26 (IH, d, 
J-15.8 Hz), 7.86 {IH, d, J-15.8 H^) , 8.00 (IH, dd, J-8,6, 2,2 
Hz), 8.10 (IH, d, J=8.7 Hz), 8.65 (IH, d, Cr=2.2 Hz), 8.77 {IE, 
s) > 

Reference Exan^le 277 

To a miscture of methyl (E) "-3-{3-tert-"butyl-l- [5'" 
( trif luoromethyl) -2-pyridinyl ] ™lH-'pyra2ol-"4-yl } -2-propenoate 
(3.00 g) , 5% palladium-carbon (9.00 g) , ethanol (50 ml) and 
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tetrahydrofuran (10 ml) was added formic acid (25 ml) , and the 
mixture was stirred for 2 hours with heating under reflux. The 
reaction mixture was cooled to room temperature and palladium- 
carbon was removed by filtration > The filtrate was 

^ concentrated under reduced pressure and the residue was 
diluted with ethyl acetate. The obtained ethyl acetate 
solution was washed with saturated aqueous sodium hydrogen 
carbonate and saturated brine, dried {MgS04) and concentrated 
to give a white solid. To a solution of the obtained solid in 

0 tetrahydrofuran {100 ml) was dropwise added a 0.93M solution 
(26.9 ml) of diisobutylaluminum hydride in hexane at O^C and 
the mixture was stirred at room temperature for 30 minutes* IN 
Hydrochloric acid was added to the reaction mixture and the 
mixture was extracted with ethyl acetate. The extract was 

^ washed with saturated brine,, dried {MgS04) and concentrated* 
The residue was subjected to silica gel column chromatography^ 
and 3-{3~tert~butyl-l- [5~ (trif luoromethyl) -2-pyridinyl] ~1H- 
pyrasol-4"-yl}-l-propanol (2.74 yield 98%) was obtained as a 
white solid from a fraction eluted with ethyl acetate-hexane 

^ {1:4, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane to give colorless crystals, melting 
point: 69™70*C. 
Reference Exaniple 278 

A mixture of 3-tert-butyl~lH-pyrazole (2,00 g) , sodium- 

^ hydride <60% in oil, 773 mg) and N,N-dimethylf ormamide (80 ml) 
was stirred at room temperature for 30 minutes, and benzyl 
bromide (2.11 ml) was added. The mixture was stirred overnight* 
Water was added to the reaction mixture |. and the mixture was 
extracted with ethyl acetate ► The ethyl acetate layer was 

'° washed with saturated brine jr dried (MgS04) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and l-benzyl-S-tert-butyl-lH-pyrazole (3.44 g, quantitative) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:5, volume ratio). 

^ ^H^IQMR {CDCI3) 5: 1^33 (9H, s) , 5.27 (2E, s) , 5.10 (IH, d, 
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Hz), 7,14-7.19 (3H, m) , 7,24-7.37 {3E, m) . 
Reference EKample 279 

A mixture of l-benzyl-S-tert-butyl-lH-pyrazole (3.44 g) , 
iodine {2.44 g) , diammonium cerium (IV) nitrate (5.28 g) and 
^ acetonitrile (80 ml) was stirred overnight at room 

temperature. Mater was added to the reaction mixture and the 
mixture was extracted with ethyl acetate . The ethyl acetate 
layer was washed with saturated aqueous sodium hydrosulfite 
solution and saturated brine, dried (HgS04) and concentrated to 
^0 give l-benzyl-3'-tert~butyl-4-iodO'-lH-pyrazole (5,34 g, yield 
97%) as a green oily substance. 

^H-NMR (CDCI3) 5: 1^44 (9H, s) , 5.21 (2H, s) , 7.18-7.26 (3H, 
m) , 7.27-7.38 {3H, m) , 
Reference Example 280 

-25 To a mixture of l-henzyl-3-~tert--butyl-4-iodo-lH-pyrazole 

(5.34 q) r palladium (II) acetate {353 rag) , triphenylphosphine 
(824 mg) , benzyltriethylammonium chloride {3.58 g) , methyl 
acrylate (5.63 ml) and l^methyl-2-pyrrolidone (62.8 ml) was 
added sodium acetate (2,58 g) at room temperature, and the 
mixture was heated to 80^C under an argon atmosphere. The 
mixture was stirred overnight at said temperature. The 
reaction mixture was cooled to room temperature and an 
insoluble material was removed by filtration. Water was added 
to the filtrate, and the mixture was extracted with ethyl 

25 acetate. The extract was- washed with water and saturated 
aqueous sodium hydrosulfite solution, dried (MgSO^) and 
concentrated. The residue was subjected to silica gel column 
chromatography , and methyl (E) -3™ ( l-benzyl-S-tert-'butyl-lH- 
pyrazol'-'4-yl)-2-propenoate (3,24 g, yield 69%) was obtained as 

-50 a brown oily substance from a fraction eluted with ethyl 
acetate-hexane (1:9, volume ratio). 

^H-NMR (CDCI3) 5: 1.40 (9H, s) , 3.75 (3H, s) , 5.23 (2H, s) , 
5.93 (IH, d, J-15.8 Hz), 7.20-7.28 (2H, m) , 7.31-7.40 (3H, m) , 
7.47 (IH, s) , 7.84 (IH, d, J-15.8 Hz). 
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Reference Exaniple 281 

To a mixture of methyl (E) -3- (l™benzyl-3'-tert-b'atyl-lH- 
pyrazol-4-yl) -2-propenoate (3.24 g) , 5% palladiiim-carbon {9.00 
g) , ethanol (50 ml) and tetrahydrofuran {10 ml) was added 
^ formic acid {25 ml) , and the mixture was stirred overnight 

while heating under reflux* The reaction mixture was cooled to 
room temperature and palladium-carbon was removed by 
filtration. The filtrate was concentrated and the residue was 
diluted with ethyl acetate. The obtained ethyl acetate 
^0 solution was washed with saturated aqueous sodium hydrogen 
carbonate and saturated brine, dried {MgS04) and concentrated 
to give methyl 3- {3-tert-butyl~-lH-pyra2ol-4-yl)propanoate 
(2.08 g, yield 91%) as a colorless oil, 

^H-NMR (CDCls) 8: 1^38 {9H, s) , '2.57-2.65 {2H, m) , 2,88-2,95 
(2H, m) , 3,69 {3H, s) , 7,33 (IH, s) . 
Reference Exan^le 282 

To a mixture of 3-'hydroxy-2-methylisoniGotinic acid (4.52 
g) , potassium carbonate (18.6 g) and N,N"dimethylf ormamide 
{200 ml) was added benzyl bromide {15.9 ml) at room 
temperature and the mixture was stirred for 3*5 days. 
Saturated aqueous sodium hydrogen carbonate was added to the 
reaction mixture and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with water and 
saturated brine, dried (NgSO^) and concentrated. The residue 
was subjected to silica gel column chromatography, and benzyl 
3-'(benzyloxy)-2~methylisonicotinate (4.18 g, yield 43%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane {3:7, volume ratio), 

^H-NMR (CDCls) 5: 2.55 {3H, s) , 4,94 s) , 5.34 {2H, s) , 

50 7.30-7,44 {IDE, m) , 7.48 (IH, d, J-5 . 1 Hz), 8.35 (IH, d, J-5.1 
Hz) , 

Reference Escaniple 283 

To a solution of benzyl 3- (benzyloxy) -2- 
methylisonicotinate (4.18 g) in tetrahydrofuran (100 ml) was 
dropwise added a 0,93M solution (45,0 ml) of 
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diisobutylaluminum hydride in hexane at 0°C and the mixture was 
stirred at said temperatiare for 1 hour. Sodium sulfate 10 
hydrate {13.5 g) was added to the reaction mixture and the 
mixture was stirred overnight at room temperature. The 
^ resulting insoluble material was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and [3- (benzyloxy) -2-methyl"4- 
pyridinyl] methanol {2,50 g, yield 87%) was obtained as a white 
solid from a fraction eluted with ethyl acetate-hexane {4:1, 
volume ratio) . The crystals were recrystallized from ethyl 
acetate-hexane to give colorless crystals, melting point: 130- 
131^C. 

Reference Exaniple 284 

To a mixture of [3- (benzyloxy) ~2~methyl-"4- 
pyridinyl] methanol (2.40 g) , acetone cyanohydrin (2.14 ml), 
tributylphosphine (5,23 ml) and tetrahydrofuran (200 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (5,30 g) at room 
temperature and the mixture was stirred for 1 hour. The 
reaction solution was concentrated* The residue was subjected 
to silica gel column chromatography, and a orange oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio) . A mixture of the obtained 
oily substance, potassium hydroxide (2.95 g) , water (25 ml) 
and ethanol (100 ml) was stirred overnight while heating under 
reflux. The reaction mixture was concentrated, and the residue 
was diluted with water* The obtained aqueous solution was 
washed with ether, carefully neutralized with cone, 
hydrochloric acid and extracted with ethyl acetate. The 
extract was washed with saturated brine, dried (MgSO^i) and 
■3^ concentrated to give [3- (benzyloxy) -2"methyl-4- 
pyridinyl] acetic acid (1.41 g, yield 52%) as a brown solid, 
^H-NMR (CDCI3) 8: 2.54 (3H, s) , 3.69 (2H, s) , 4.90 (2H, s) ^ 
7.20 (IH, d, J-5.1 Hk) , 7.30-7.48 (5H, m) , 8.25 (IH, d, J=5.1 
Hz) . 
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Reference Example 285 

To a mixture of [3- (benzyloxy) -2-methyl-4- 
pyridinyl] acetic acid (1*41 g) , potassium carbonate (2-28 g) 
and lS!,N-dimethylformamide (50 ml) was added methyl iodide 
^ (1.02 ml) at room temperature and the mixture was stirred for 
2 hours. Saturated aqueous sodium hydrogen carbonate was added 
to the reaction mixture and the mixture was extracted with 
ethyl acetate. The extract was washed with water and saturated 
brine, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and methyl [3- 
(benzyloxy) -2~-me thy 1-4 -pyridinyl] acetate (1.46 g, yield 98%) 
was obtained as a yellow oily substance from a fraction elated 
with ethyl acetate-hexane (3:7, volume ratio). 
^H-HMR (CDCI3) 5: 2.57 {3H, s) , 3.63 (2H, s) , 3.67 t3H, s) , 
^5 4.87 {2H, s) , 7.07 (IH, d, J=5.2 Hz), 7,30 7.50 (5H, m) , 
8.25 (IH, d, a'=5.2 Hz) . 
Reference Example 286 

A mixture of methyl [3- (benzyloxy) -2-methyl-4- 
pyridinyl] acetate (1.46 g) , 5% palladium-" carbon (500 mg) and 
ethanol (60 ml) was stirred overnight at room temperature 
under a hydrogen atmosphere. Palladium-carbon was removed by 
filtration and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography^ and methyl (3- 
hydroxy-2-inethyl-4-pyridinyl) acetate (671 mg^ yield 69%) was 
obtained as a yellow oily substance from a fraction eluted 
with methanol-ethyl acetate (1:9^ volume ratio). 
^H-^R (CDCI3) 5: 2-51 (3H, s) , 3.70 (2H, s) , 3.78 {3H, s) , 
6.89 (IH, d, J-S.O Hz), 8.01 (IH, d, J=5 . 0 Hz). 
Reference ExannpXe 287 
50 a mixture of {S-isopropyl-'l- [5- (trif luoromethyl) -2- 

pyridyl]-lH-pyrazol-4"yl)methanol (3.34 g) , acetone 
cyanohydrin (2.20 g) , tributylphosphine (4.76 g) and 
tetrahydrofuran (50 ml) was added 1^1'- 

azodicarbonyldipiperidine (5.90 g) at room temperature and the 
mixture was stirred for 2 hours. The reaction solution was 
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concent.ra'ted . The residue was subjected to silica gel column 
chromatography, and { 3-isopropyl-l- [5- (trif l-Qoromethyl) -2- 
pyridyl]-lH-pyrazol"4~yl}acetonitrile {3.30 yield 9 6%) was 
obtained as a yellow oily substance from a fraction eluted 

^ with ethyl acetate-hexane (2:3^ volume ratio). 

^H-NMR {CDCI3) 8: 1*36 {6H, d, J-7 . 0 Hz), 3.04 (IH, septet, 

H2) , 3.61 (2H, s) , 7,95-8.10 {2H, m) , 8.56 (IH, s) , 
8.62-8.65 (IH, m) , 
Reference Exan^le 288 
^0 A mixture of {3-isopropyl-l- [5- (trifluoromethyl) -2- 

pyridyl3-lH-pyrazol~4-yl}acetonitrile (3.30 g) , 6N aqueous 
sodium hydroxide solution <11 ml) , ethanol (20 ml) and 
tetrahydrofuran (20 ml) was refiuxed overnight. The reaction 
mixture was concentrated and water {80 ml) was added. The 
mixture was washed with diethyl ether* The aqueous layer was 
acidified by adding cone, hydrochloric acid and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried {MgS04) and concentrated. A 
mixture of the obtained oily substance, cone, sulfuric acid 
(0.1 ml) and ethanol (40 ml) was refiuxed overnight. The 
reaction mixture was concentrated and aqueous sodium hydrogen 
carbonate was added to the residue* The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried {MgS04) and concentrated. The residue 

^5 was subjected to silica gel column chromatography, and ethyl 
{3-isopropyl-l- [5- (trif luoromethyl) -2-pyridyl3-lH-pyrazol-4-" 
yl} acetate (2.78 g, yield 73%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), 

30 ^H-NMR {CDCI3) 8: 1*28 {3H, t, J=7.1 Hz), 1.32 (6E, d, J-6.9 
Hz), 3.02 (IH, septet, Hz), 3.53 C2H, s) , 4,18 (2H, q, 

J-7.1 Hz), 7.91-7.97 (IH, m) , 8.04 (IH, d, J-8.4 Hz), 8.46 
(IH, s) , 8.60-8,62 (IH, m) . 
Reference Example 289 

•35 To a mixture of ethyl {3-isopropyl-l- [5- 
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{trifluorome-thyl) -2-pyr±dYl]"lH-pyrazol-4-Yl} acetate (2. 68 g) 
and tetrahydrofuran (35 ml) was slowly added a 1.5M solution 

<13.0 ml) of diisobutylaluminum hydride in toluene at 0*='C and 
the mixture was stirred at room temperature for 1 hour. The 
^ reaction mixture was poured into dilute hydrochloric acid and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried {MgS04) 
and concentrated to give 2-{3-isopropyl-l- [5- 

(trifluoromethyl) -2-pyridyl]-lH'-'pyrazol~-4'~yl }~l-ethanol {1 .21 

yield 51%) as colorless crystals. The crystals were 
recrystallized from ethyl acetate-hexane , melting point: 74- 
75^C. 

^H-^NMR {CDCI3) 5: 1.34 d, J-7 . 0 Hz), 1.58 (IH, t, J=5 . 8 

He), 2.78 {2H, td, 0,8 Hz), 3.05 (IE, septet, 

Hz), 3.87 (2E, q, J-5.4 Hz), 7.95 (IH, dd, J=9 . 0 , 2.0 Hz), 
8,04 (IB, d, J^8.8 Hz), 8.36 (IH, s) , 8,59-8.61 {IH, m) . 
Reference Exaniple 290 

To a mixture of ethyl 3- [3- (l-ethylpropyl) -lH'-pyrazol-4~ 
yllpropanoate (3.34 g) , 2 , 5~-diforomopyridine (3,65 g) and N,N- 
dimethyl formamide {20 ml) was added 60% sodium hydride (0,67 
g) and the mixture was stirred at 100°C for 4 hours. The 
reaction mixture was poured into dilute hydrochloric acid and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine ^ dried (MgS04) and concentrated. 
Sthanol (20 ml) and cone, sulfuric acid (0.1 ml) were added to 
the residue and the mixture was stirred at 50°C for 6 hours. 
The reaction mixture was poured into aqueous sodiiam hydrogen 
carbonate solution and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
brine ^ dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and ethyl 3-[l- 
(5-bromo~-2-pyridinyl) -3-" (1-ethylpropyl) -lH-pyrazol-4-- 
yljpropanoate {3.90 g, yield 71%) was obtained as a white 
powder from a fraction eluted with ethyl acetate-hexane (1:9, 
volume ratio) . 
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%--NMR (CDCI3) 5: 0-S6 {6H, t, Or-7 , 6 Hz), 1.26 (3H, J-7 . 2 
Hz), 1,64-1.80 {4H, m) , 2.56-2.64 (3H, m) , 2.78--2.81 ra) , 

4,16 {2H, q, J-7.2 Hz), 7,82-7.83 (2H, m) , 8.20 {IH, s) , 8.38- 
8.39 {IH, m) . 
^ Reference Exanple 291 

To a soluiiion of ethyl 3-- [1- (5-bromo-2-pyridinyl) -3- (1- 
ethylpropyl) -lH-pyrazol-4~yl|propanoa1:e (3*80 g) in 
tetrahydrofuran (50 ml) was dropwise added a 1*0 M solution 
(30 ml) of diisobntyl aluminum hydride in hexane at O'^C and the 

^0 mixture was stirred at room temperature for 2 hours. The 

reaction mixture was poured into dilute hydrochloric acid, and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried (MgS04) 
and concentrated. The residue was subjected to silica gel 
column chromatography, and 3-- [l-- (5-bromo-~2-pyridinyl) ~3- Cl- 
ethylpropyl) -lE-pyra2ol-™4--yl] -1-propanol (2.60 g, yield 77%) 
was obtained as a white powder from a fraction eluted with 
ethyl acetate-hexane {3:7, volume ratio). 
^H-mR {CDCI3} 5: 0.86 (6H, t, J-7.6 Hz), 1.30 (IH, t, 

■20 J-5.2HZ), 1.66-1.80 {4H, m) , 1.87-1.91 (2H, m) , 2.54-2.60 (3H, 
m) , 3.72-3.76 (2H, m) , 7,83 {2H, m) , 8.20 {IH, s) , 8.38-8.39 . 
(IH, m) . 

Reference Exanople 292 

To a mixture of 2-isopropylphenol (13.62 g) , . 
25 tributylamine (7.41 g) and toluene (50 ml) was added tin 
tetrachloride (1.18 ml) at room temperature and the mixture 
was stirred for 30 minutes. Paraformaldehyde (6.60 g) was 
added, and the mixture was stirred overnight at 100°C. The 
reaction mixture was poured into dilute hydrochloric acid and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgSO^) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and 2"hydroxy-3-"isopropylbenzaldehyde (9.90 g, yield 60%) was 
obtained as a colorless oil from a fraction eluted with hexane 
^H-ISiMR (CDCI3) 5: 1^25 (6H, t, J^6.8 Hz), 3.30-3.40 (iH, m) , 
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6.99 (IE, t, J-7.6 Hz), 7.40 (IH, dd, J-7 , 6 , 1.6 Hz), 7.47 
{IH, dd, J-7.6, 1.6 Hz), 9.89 (IH, s) , 11.37 (IE, s) . 
Reference Ibcample 293 

A mixture of 2-hydroxy-3--isopropylbenzaldehYde (8.10 g) , 
^ benzyl bromide (10.12 g) , potassium carbonate (8.18 g) and 
N,N-dimethylformamide (30 ml) was stirred at 50^C for 1 hour. 
The reaction mixture was poured into dilute hydrochloric acid, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried CMgSO^) and concentrated. 
^ The residue was subjected to silica gel column chromatography, 
and 2-benzyloxy-3-isopropylben^aldehyde (11.70 g, yield 93%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (2:98, volume ratio). 

^H-NMR (CDCls) 5: 1.25 (6H, d, J-6 . 8 Hz), 3.40-3.46 (IH, m) , 
^ 4.97 (2H, s) , 7.25 (iH, t, J-7 . 8 Hz), 7,36-7.44 (5H, m) , 7.57 
(IH, dd, J-7.B, 1.8Hz), 7.71 (IH, dd, J-7.8, 1.8 Hz), 10.30 
(IH, s) . 

Reference Exajnple 294 

To a mixture of 2-benzyloxy-3-isopropylbenzaldehyde 
(11.50 g) , methyl (methylthio) methyl sulfoxide (11.23 g) and 
tetrahydrofuran (100 ml) was added a 40% solution (2.00 ml) of 
benzyltrimethylammonium hydroxide in methanol at room 
temperature and the mixture was stirred at 65^C for 2 hours . 
The reaction solution was concentrated The residue was 

^ subjected to silica gel column chromatography, and 2-[2- 
(benzyloxy ) -S'-isopropylphenyl] -1- (methylthio) vinyl methyl 
sulfoxide (13.50 g, yield 83%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio) . 

0 (CDCI3) 5: 1.22 dd, J-6,B, 0.8 Hz), 2,30 {3H, s) , 

2,72 (3H, s) , 3.35-3.43 (IH, m) , 4.76-4.82 (2H, m) , 7.19 (IH, 
t, J=7.8 Hz), 7,32-7.43 {4H, m) , 7,49-7.52 (2H, m) , 7.93 (IH, 
dd, J=-7.8, 1.6 Hz), 8.05 (IH, s) , 
Reference Escainple 295 

^ A mixture of 2-- [2- (benzyloxy) -3-isopropylphenyl] -1- 
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(methylthio) vinyl methyl sulfoxide (13.30 g) and a 10% 
solution (100 ml) of hydrogen chloride in methanol was 
refluxed for 2 hours. The reaction solution was concentrated 
and ethyl acetate and aqueous sodium hydrogen carbonate were 
^ added to the residue and the mixture was extracted. The ethyl 
acetate layer was washed with saturated brine, dried (MgS04) 
and concentrated. The residue was subjected to silica gel 
column chromatography, and methyl (2-benzyloxy-3~ 
isopropylphenyl) acetate (8.90 g, yield 80%) was obtained as a 
colorless oil from a fraction eiuted with ethyl acetate-hexane 
(4:96, voltame ratio). 

^H-NMR (CDCI3) S: 1.24 (6H, d, J=6 . 8 Hz) , 3. 32-3 . 44 (IH, m) , 
3.67 (3H, s), 3.71 (2H, s) , 4.84 (2H, s) , 7.11^7.14 {2H, m)\ 
7.24 (IH, dd, a-=6.4, 3.2 Hz), 7.35-7.43 (3H, m) , 7.47-7.49 
(2H, m) . 

Reference Example 296 

A mixture of methyl (2-bensyloxy-3- 
isopropylphenyl) acetate (8.40 g) , 5% palladium-carbon (0.80 g) 
and methanol (80 ml) was stirred overnight at room temperature 
20 under a hydrogen atmosphere. Palladium-carbon was removed by 
filtration, and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography, and methyl (2- 
hydroxy-3-isopropylphenyl) acetate (4.80 g, yield 82%) was 
obtained as a colorless oil from a fraction eiuted with ethyl 
•2^ acetate-hexane (1:9, volume ratio). 

^H-NMR (CDCI3) 6: 1.24 (6H, d, J=6 . 8 Hz), 3.32-3.43 (IH, m) , 
3.68 (2H, s), 3.75 {3H, s) , 6.83 (IH, t, J=7.6 Hz), 6.93 (IH, 
dd, J=7.6, 1.2 Hz), 7.16 (IH, dd, J=7 . 6 , 2.0 Hz), 7.66 (IH, 
s) . 

^° Reference Exan^le 297 

To a mixture of ethyl 3- (3-isopropyl~lH-pyra2ol-4- 
yDpropanoate (0.50 g) , 2-chloro-3- (trifluoromethyl) pyridine 
(0.43 g) and N , N-dimethy If ormamide (10 ml) was added 60% 
sodium hydride (0.1 g) at lOOoC and the mixture was stirred for 
35 1 hour. The reaction mixture was poured into dilute 
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hydrochloric acid, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine ^ dried CMgS04) 
and concentrated. Bthanol {10 ml) and cone, sulfuric acid 
(0.05 ml) were added to the residue and the mixture was 
stirred at 70^C for 2 hours* The reaction mixture was poured 
into an aqueous sodium hydrogen carbonate solution, and 
extracted with ethyl acetate. The ethyl acetate layer vjas 
washed with saturated brine, dried (MgS04) and concentrated. 
The residue was subjected to silica gel column chromatography^ 
and ethyl 3"~{3-isopropyl-l" [3~ (trif luoromethyl) -2-pyridinyl] - 
lH-pyrazol-4-yl}propanonate (0.60 g, yield 71%) was obtained 
as a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

^H-NMR (CDCI3) 5: 1.26 {3H, t, J=7 . 2 Bz) , 1.32 (6H, d, J=7.2 
Kz) , 2.62-2.66 (2H, m) , 2.82-2.86 {2H, m) , 2.99-3.06 (IH, m) , 
4.15 (2H, q, J-7.2 Hz), 7.32 (IH, dd, J=8 . 0 , 4.8 Hz), 7,96 
(IH, s) r 8.14 (IH, dd, J-8.0, 1.6 Hz), 8.59 {IH, dd, a--4.8, 
1.6 Hz) . 

Reference Example 298 

To a solution of ethyl 3-{3-isopropyl -l-[3- 
(trif luoromethyl) ~-2'-"pyridinyl] ^lH-pyrazol-4-yl}propanoate 
(0.60 g) in tetrahydroftaran (10 ml) was dropwise added a 1.0 M 
solution (10 ml) of diisobutylaluminum hydride in hexane at O^C 
and the mixture was stirred at room temperature for 2 hours. 
The reaction mixture was poured into dilute hydrochloric acid, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS04> and concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3- { S-isopropyl-l-- [3- ( trif luoromethyl) -2-pyridinyl] -IH- 
pyrazol""4-yl}-l-propanol (0.44 g, yield 83%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hsxane 
(3:7, volume ratio) . 

^H'-NMR {CDCI3) 5: 1.32 (6H, d, J-6.8 Hz), 1.88-1.95 (2H, m) , 
2.58-2.62 (2H, m) , 2.98-3.05 (IH, m) , 3,73-3.76 (2H, m) , 7.29- 
7.33 (IH, m) , 7.96 (IH, s) , 8.14 (IH, dd, J-8.2, 1.2 Hz), 8.59 
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(IH, dd, J=4.8, 1,6 Hz) . 
Reference Escaiaple 299 

To a mixture of ethyl 3- (3-lsopropyl-lH-pyra2:ol-4- 
yl)proparLoat:e (0.50 g) , 2-chloro-4- (trifluoromethyl) pyridine 

(0.43 g) and N.ISf- dime thy Iformamide (10 ml) was added 60% 
sodium hydride (0,19 g) at lOO^C and the mixture was stirred 
for 1 hour* The reaction mixture was poured into dilute 
hydrochloric acid, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried (MgSO^) 
and concentrated. Ethanol (10 ml) and cone, sulfuric acid 

(0.05 ml) were added to the residue and the mixture was 
stirred at 70^C for 2 hours. The reaction mixture was poured 
into an aq^^eous sodium hydrogen carbonate solution^ and 
extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated brine, dried (MgS04) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and ethyl 3-{3-isopropyl-l- [4- {trif luoromethyl) -2-pyridinyl]- 
lH-pyrazol'~4™yl}propanoate (0,54 g, yield 64%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9 ^ volume ratio), 

^H-NMR (CDCI3) S: 1.26 (3H, t, Hz), 1.34 (6H, d, . 2 

Hz), 2.62-2.66 (2H, m) , 2,81-2.85 (2H, m) , 3.01-3.08 (IE, m) , 
4.16{2H, q, J-7.2 Hz), 7.28 (IH, dd, 1.2 Hz), 8.14 (IH, 

s) , 8.27 {IH, s) , 8.50 {IH, d, J-5.2 Hz). 
Reference BxampXe 300 

To a solution of ethyl 3-{3-isopropyl-l- [4- 
(trif luoromethyl) -2-pyridinyl ] -lH™pyrazol-4-~yl }propanoate 
(0.45 g) in tetrahydrofuran {6 ml) was dropwise added a 1,0 M 
solution (5 ml) of diisobutylaluminum hydride in hexane at O^C 
and the mixture was stirred at room temperature for 2 hours . 
The reaction mixture was poured into dilute hydrochloric acid, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgSO^) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3-{3-isopropyl-l- [4- (trif luoromethyl) -2--pyridinyl]-lH- 
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pyrazol-4-yl}-l~propanol (0,37 g, yield 93%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(3:7, volume ratio). 

^H-iMR (CDCI3) S: 1.34 {6H, d, J-6.8Hz), 1.89-1.95 (2H, m) , 
5 2,58-2.62 (2H, m) , 3.01-3.08 (IH, m) , 3.75 (2H, m) , 7.28 (IE, 
d, a'=5.2 Bz) , 8.15 (IH, s) , 8.26 (IE, s) , 8.50 (IH, d, J=5.2 
Hz) . 

Reference Example 301 

To a mixture of ethyl 3- (3-isopropyl-lH--pyrazol-4- 
^0 yDpropanoate (0.63 g) , 2-chloro-6- (trifluoromethyl) pyridine 
{0,55 g) and N,N-dimethylf ormamide (10 ml) was added 60% 
sodium hydride (0.20 g) at lOO^C and the mixture was stirred 
for 1 hour. The reaction mixture was poured into dilute 
hydrochloric acid, and extracted with ethyl acetate. The ethyl 
^5 acetate layer was washed with saturated brine, dried (MgSO^) 
and concentrated. Ethanol (10 ml) and cone, sulfuric acid 
(0.05 ml) were added to the residue and the mixture was 
stirred at 70«C for 2 hours. The reaction mixture was poured 
into an aqueous sodium hydrogen carbonate solution, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS04) and concentrated. 
The residue was subjected to silica gel column chromatography^ 
and ethyl 3-{3-isopropyl-l- [6- (trifluoromethyl) -2~pyridinyl]~ 
lH-pyra2ol-4-yllpropanoate (0.67 g, yield 63%) was obtained as 
^5 a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio), 

^H-IMR (CDCI3) 8: 1.28 (3H, t, J-7 , 2 H2) , 1.33 {6H, d, J=7 . 2 
Hz), 2.63-2,67 (2E, m) , 2.83 (2H, t, J-8.0 Hz), 3.01-3.07 (IE, 
m), 4.17 (2H, q, J-7.2 Hz), 7.44 (IH, d, J-7 . 6 Hz), 7.88-7.92 
^0 (IH, m) , 8.11 (IH, d, J-8.4 Hz), 8.30 (IH, s) . 
Reference EKaxnpXe 302 

To a solution of ethyl 3-{3-isopropyl""l-[6- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4-yl }propanoate 
(0*47 g) in tetrahydrofuran (5 ml) was dropwise added a 1.0 M 
3^ solution (4 ml) of diisobutylaluminum hydride in hexane at 0"=>C 
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and the mixture was stirred at room temperature for 2 hours. 
The reaction mixture was poured into dilute hydrochloric acid, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine ^ dried (MgS04) and concentrated. 
^ The residue was subjected to silica gel column chromatography 
and 3-{3-isopropyl"-l" [6-- (trifluoromethyl) -2-~pyridinyl] -™lH"- 
pyrazol-4-yl}-l•"propanol (0.38 yield 92%) was obtained as a 
white powder from a fraction eluted with ethyl acetate-hexane 
(3:7^ volume ratio). 

10 hi-miR {CDCI3) S: 1^33 (5H, d, J-7 , 2 Ez) , 1.89-1.96 {2H, m) , 
2.57-2.61 {2H, m) , 3.00-3.07 <1H, m) , 3.73-3.78 {2H, m) , 7.44 
(IH, d, J-7.6 Hz), 7.88-7.91 (IH, m) , 8.12 (IH, d, J-S.4 Rz) , 
8.30 (IH, s) . 
Reference Escan^le 303 

To a mixture of 2-benzyloKy-3-"methylbenzaldehyde (37.00 
g) , methyl (methylthio) methyl sulfoxide {40.60 g) and 
tetrahydrofuran {400 ml) was added a 40% solution (8.00 ml) of 
benzyltrimethylammonium hydroxide in methanol at room 
temperature and the mixture was stirred at 65^C for 2 hours. 

•2 0 xhe reaction solution was concentrated. The residue was 
subjected to silica gel column chromatography, and 2~[2- 
(ben%yloxy) -3-methylphenyl] (methylthio) vinyl methyl 
sulfoxide (47.00 yield 86%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 
(l:lr volume ratio), 

^H-1J3MR {CDCI3) 5: 2-28 (3H, s) , 2.32 (3H, s) , 2.72 (3H, s) , 
4.81 (2H, s) , 7.11 (IH, t, J-7,6 Ez) , 7.23-7.26 (IH, m) , 7.33- 
7,42 {3H, m) , 7.48-7.51 (2H, m) , 7.93-7.96 (IH, m) , 8.02 {IE. 
s) * 

Reference Example 304 

To a mixture of 2-ben2;yloxy-3-methoxybenzaldehyde {55.00 
g) ^ methyl (methylthio ) methyl sulfoxide (57,10 g) and 
tetrahydrofuran (400 ml) was added a 40% solution (10.00 ml) 
of benzyltrimethylammonium hydroxide in methanol at room 
temperature and the mixture was stirred at 65°C for 2 hours. 
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The reaction solution was concentrated* The residue was 
subjected to silica gel column chromatography, and 2-[2- 

(benzyloxy) -S-methoxyphenyl] -1- (methylthio) vinyl methyl 
sulfoxide {72,80 g, yield 91%) ,was obtained as a yellow oily 
^ substance from a fraction eluted with ethyl acetate-hexane 

(1:1^ volume ratio) . 

^H-HMR (CDCI3) 8: 2.17 {3H, s) , 2.68 (3H, s),.3.91 (3H, s) , 
5.03-5.04 (2H, m) , 6.97 (IH, dd, J-8.0, 1.6 Hz), 7.10 (IH, t, 
Hz), 7,29-7.36 (3H, m) , 7.44-7.46 {2H, m) , 7.68(1H, dd, 
J^S.Or 1^2 Hz), 7.92{1H. s) . 
Reference Exaiinple 305 

To a mixture of methyl 3- <3-tert'-butyl-lH~pyrasol-4- 
yl) propanoate (0,75 g) , 3-chlorO"™6-- (trif luoromethyl) pyridazine 
(0.98 g) and N,R-dimethylf ormamide (10 ml) was added 60% 
sodiiam hydride (0.17 g) , and the mixture was stirred at room 
temperature for 1 hour. The reaction mixture was poured into 
dilute hydrochloric acid, and extracted with ethyl acetate* 
The ethyl acetate layer was washed with saturated brine ^ dried 
(MgSO^) and concentrated. The residue was subjected to silica 
2^ gel colijmn chromatography^ and methyl 3--{3-tert-butyl-l~ ES- 
Ctrif luoromethyl) pyridazin-3-yl] -lH-pyra2ol-4--yl } propanoate 
{1.08 g, yield 85%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:10, volume 
ratio) , 

^5 ^H-NMR {CDCI3) §: 1-41 (9H, s) , 2.72 (2H, t, J=7,5 Hz), 3.01 
(2H, t^ J'-7.5 Hz), 3.73 (3H, s) , 7.83 (IH, d, J-9 . 6 Hz), 8.28 
(IH, d, J-9.6 Hs) , 8.50 (IH, s) , 
Reference Example 306 

To a solution of methyl 3-{3-tert'~butyl-l- [6- 

3^ ( trif luororaethyl) pyridazin-S-yl] -lH-pyrazol-4~yl }propanoate 
(1.08 g) in tetrahydrofuran (50 ml) was dropwise added a 0.93 
M solution (8.1 ml) of diisobutylaluminum hydride in hexane at 
O'^C and the mixture was stirred at room temperature for 1 hour. 
The reaction mixture was poured Into dilute hydrochloric acid, 
and extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated brine, dried (MgS04) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3-~{3-tert-butyl-l- [6- (trif luoromethyl) pyridazin-3-yl] -IH- 
pyrazol-4--yl}-l-propanol (0,66 g, yield 56%) was obtained as a 
^ colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:2, volume ratio)* 

{CDCl3> 5: 1.41 {9H, s) , 1.92--2.06 (2H, m) , 2.77 {2H, t, 
J-7.8 Hz), 3.80 (2H, t, J-6 . 0 Hz), 7.83 (IH, d, J-9 . 3 Hz), 
8.29 (IH, d, J-9.3 Hz), 8.52 (IH, s) . 
Reference Eacample 307 

To a solution of methyl 3~ (3-tert™butyl-lH-pyrazol'-4- 
yDpropanoate (580 mg) ' in N ,N~dimethylf ormamide (15 ml) was 
added 60% sodium hydride (132 mg) , and the mixture was stirred 
at room temperature for 30 minutes. 2 ,5-Dibromopyridine (784 
■^^ mg) was added to the reaction mixture and the mixture was 

stirred at 100°C for 1 hour. ■ The reaction mixture was poured 
into water, neutralized with 2H hydrochloric acid and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS04) and concentrated. 
^0 Bthanol (10 ml) and cone, sulfuric acid (0.05 ml) were added 
to the residue and the mixture was stirred at 70*^0 for 2 hours. 
The reaction mixture was poured into an aqueous sodium 
hydrogen carbonate solution, and extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated brine, dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and crystals were obtained from a 
fraction eluted with ethyl acetate-hexane (1:9, volume ratio). 
The crystals were recrystallized from hexane to give ethyl 3™ 
[1- (5"bromo-2-pyrldinyl) ^3"-tert-"butyl'-lH-pyra2ol"4" 
^0 yl]propanoate (560 mg, yield 55%) . melting point: 94-95*='C. 
RefereiKse Example 308 

To a solution of ethyl 3- [1- (5"bromo™2-~pyridinyl) -B-tert- 
butyl-lH-pyraaol-4-'yl]propanoate {550 mg) in tetrahydrofuran 
(20 ml) was dropwise added a 1.0 M solution (5 ml) of 
diisobutylaluminum hydride in hexane at O^C and the mixture was 
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Stirred at room temperature for 40 minutes. The reaction 
mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS04) and concentrated. 
^ The residue was subjected to silica gel column chromatography, 
and 3- [1- {5-bromo-"2-pyridinyl) -3-tert-butyl--lH-pyra2ol-4-yl] - 
1-propanol (455 mg, yield 90%) was obtained as a colorless oil 
from a fraction eluted with ethyl acetate-hexane (2:3, volume 
ratio) . 

^0 ^H-NMR (CDCI3) §: 1.32 (IH, t, J-5.2 H^) , 1.40 (9H, s) , 1,9- 

2.05 (2H, m) , 2.65-2.8 {2H, m) , 3.7-3.85 (2H, m) , 7.83 (IH, br 
s), 7,84 (IH, s) , 8,2-8.22 (IH, m) , 8,35-8.4 (IH, m) . 
Reference Example 309 

To a solution of methyl 3- (3-tert-butyl-lH-pyra2:ol-4- 
yDpropanoate (0.75 g) in N ,N-dimethylf ormamide (10 ml) was 
added 60% sodium hydride (0,17 g) and the mixture was stirred 
at room temperature for 30 minutes, 2 , 5-Dichl.oropyridine {0.80 
g) was added to the reaction mixture and the mixture was 
stirred at 90^C for 4 hours. 0 . IN Hydrochloric acid was poured 
into the reaction mixture, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgSO^) and concentrated. The residue 
was subjected to silica gel column chromatography, and methyl 
3- t3-tert-butyl~l- {5-chloropyridin-2-yl) -lH~pyrazol-4- 
yljpropanoate .{0.95 g, yield 81%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (5:95, 
volume ratio) . 

^H~NMR (CDCI3) 6: 1.40 (9H, s) , 2,64-^2.73 (2H, m) , 2.94 {2H, 
m), 3.71 (3H, s) , 7.69 (IH, dd, J-B.8, 2.6 He), 7,88 (IH, d, 
J-8-8 Hz), 8.20 (IH, s) , 8.28 (IH, d, J-2 . 6 Hz). 
Reference Example 310 

To a solution of methyl 3- [3-tert-butyl"-l-™ {5-" 
chloropyridin-2--yl) -lH-pyrazol-4-yl] propanoate (0.95 g) in 
tetrahydrofuran (50 ml) was dropwise added a 0.93 M solution 
(8.0 ml) of diisobutylaluminum hydride in hexane at O^C and the 
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mixture was stirred at O^C for 1 hour. IN Hydrochloric acid 
was poured into the reaction mixture and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated brine, dried (MgS04) and concentrated. 
^ The residue was subjected to silica gel column chromatography^ 
and 3- [3-tert-butyl-l- (5~chloropyridin-2-yl) -~lH~pyrazol-4-yl] - 
1-propanol (0.48 g, yield 55%) was obtained as a colorless oil 
from a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . 

^0 ^H-HMR (CDCI3) 5: 1.34 (IH, t, J-5 . 2 Bz) , 1.40 (9H, s) , 1.87- 
2.02 {2H, m) , 2.68-2.76 {2H, m) , 3.72-3.82 (2H, m) , 7.69 (IH, 
dd, 2.5 Hz), 7.89 (IH, d, J-8 . 8 Hz), 8.21 {IH, s) , 8.28 

(IH, d, J=2. 5 H2) . 
Reference Example 311 

A mixture of sodium ethoxide (391 g) and diisopropyl 
ether (2 L) was added a mixture of diethyl succinate (500 g) 
and ethyl trif luoroacetate (836 g) at 60'='C over 3 hours. The 
reaction mixture was stirred overnight at 60^C, The reaction 
mixture was poured into ice water (2 L) and cone, hydrochloric 
acid was added to adjust to pH 2 , The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgSO^) and concentrated to give an oily 
substance (796.2 g) . A mixture of the obtained oily substance 
(796.2 g) and 40% aqueous sulfuric acid solution (3*3 L) was 
refluxed overnight. The reaction mixture was added to ice (2 
kg) , and extracted with ethyl acetate. The ethyl acetate layer 
was washed with saturated brine,, dried {MgS04) and concentrated 
to give an oily substance (401.6 g) . To a mixture of the 
obtained oily substance (401.6 g) and ethanol (1.5 L) was 
added hydraisine monohydrate (200 ml) at 0°C and the mixture was 
refluxed overnight. The reaction mixture was concentrated and 
water was added to the residue. The mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated brine ^ dried (MgSO^) and concentrated. The residue 
was subjected to silica gel column chromatography ^ and 4^5- 
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dihydro-6" (trif luoromethyl) ~3-pyriciazinone (209.57 yield 
44%) was obtiained as yellow crystals from a fraction eluted 
with ethyl acetate-hexane (2:3, volume ratio)* melting point: 
94-95^0. 

^ ^H-NMR (CDCI3) 5: 2.57-2.85 {4H, m) , 9.15 (IH, brs) . 
Reference Exainple 312 

A mixture of 4 ^ 5"dihydro-6"- { trif luoromethyl) "-3- 
pyridasinone (90.0 g) r bromine (30,5 ml) and acetic acid (270 
ral) was stirred at SC^C for 1 hour. Ice water (500 ml) was 
added to the reaction mixture. The precipitated crystals were 
collected by filtration^ washed with aqueous sodium hydrogen . 
carbonate and water and dried to give 6- { trif luoromethyl) -3-- 
pyridazinone (58.74 g, yield 66%) as white crystals ► melting 
point: 129~130°C. 

^H-NMR (CDCI3) 5: 7.14 (IH, dd, J-9.9, 0.5 Hz), 7.54 (IH, d, 
J^IO.O Hz), 12.64 (IE, brs). 
Reference Example 313 

A mixture of 6- (trif luoromethyl) •--3--pyridazinone (1.41 g) , 
thionyl chloride (1.5 ml) and IST^ N~dime thy If ormamide (0,3 ml) 
was refluxed for 2 hours. Excess thionyl chloride was 
evaporated under reduced pressure and aqueous sodium hydrogen 
carbonate was added. The mixture was extracted with diethyl 
ether. The diethyl ether layer was washed with saturated 
brine, dried {MgS04) and concentrated. The residue was 

•2^ subjected to silica gel column chromatography, and S-chloro-S- 
(trif luoromethyl) pyridasine (1,45 g, yield 92%) was obtained 
as white crystals from a fraction eluted with ethyl acetate™ 
hexane (1:3, volume ratio), melting point: 51-52^0. 
^H-NMR (CDCI3) 5: 7.75 (IH, dd^ J=B.7, 0.6 Hz), 7,82 (IH, d, 

30 j«9 ^0 Hz ) . 

Reference Example 314 

A mixture of 3'-methyl-2-"butanone (10,7 ml) and 
bis (dimethylamino) me thoxyme thane {6,61 g) was heated under 
reflux for 8 hours. The reaction mixture was concentrated 
under reduced pressure- Hydrazine monohydrate (5,80 g) and 
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butyX alcohol {29 ml) were added -to the residue and the 
mixture was heated under reflux for 6 hours. The reaction 
mixture was concentrated under reduced pressure. The residue 
was subjected to silica gel column chromatography and eluted 
^ with hexane-ethyl acetate (1:1^ volume ratio) to give 3- 

isopropyl-lH-pyrazoie (4.26 g^ yield 59%) as a colorless oil. 
^H-NMR (CDCI3) 5: 1.30 (6H, d, J-6 . 9 Hz), 2.84-3.24 (IH, m) , 
6.10 (IH, d, J-2,0 Hz), 7.49 (IH, d, Hz), 10,3 (IH, br 

s) . 

Reference Example 315 

In the same manner as in Reference Example 314, 3"{1- 
ethylpropyl) pyrazole (yield 91%) was obtained as a colorless 
oil . 

^H-lSiMR (CDCI3) 5: 0.84 {6H, t, J-7 . 4 Hz), 1.5-1.8 (4H, m) , 2,5™ 
2.G (IE, m) , 6.06 (IH, d, J-1.9 Hz), 7.52 (IH, d, J-1 , 9 Hz). 
Reference Example 316 

To a mixture of S-isopropyl-lH-pyrazole {3.74 g) , 2- 
chloro~5-trif luoromethylpyridine (5.17 g) and 

methylpyrrolidone (18,7 ml) was added NaOH (trademark: Tosoh 
2^ pearl, 2.03 g) while stirring the mixture at room temperature. 
After reaction as it was for 9 hours, water (38 ml) and 6N 
hydrochloric acid (85 ml) were added, and the mixture was 
extracted with ethyl acetate. The extract was washed with 
water and concentrated under reduced pressure. The residue was 
subjected to silica gel column chromatography and eluted with 
hexane and then with toluene to give 2- (S-isopropyl-lH- 
pyrassol-l-yl) -5- (trif luoromethyDpyridine {6.94 g, yield 80%) 
as a colorless oil. 

=^H-1SIMR (CDCI3) 5: 1-33 (6H, d, J=^7.0 Hz), 3.0-3.2 <1R, m) , 6.34 
30 (IH, d, J=-2.5 Hz), 7.97 (IH, dd^ J=8 . 7 , 2.1 Hz), 8.05 (IH, d, 
J-8-7 Hz), 8,47 {IH, d, J-2.5 Hz), 8.6-8.7 (IH, m) . 
Reference Example 317 

In the same manner as in Reference Example 316, 2-I3-{i- 
ethylpropyl) -IH-pyrazol-^l-yl] -5- (trif luoromethyl) pyridine 
(yield 61%) was obtained as a colorless oil. 
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^H-ISIMR (CDCI3) S: 0.87 (6H, t, J-7 , 4 Ez) , 1.5-1.8 (4H, m) , 2.5- 

2.7 (IH, m) , 6.28 {IE, J-2 . 7 Hz), 7.97 (IH, dd, J-8 , 7 , 2.2 
Hz), 8,07 {IH^ J=8.7 Hz), 8.49 (IH^ J=-2,7 Hz) ^ 8.6-8.7 
(IH, m) . 

^ Reference Exannple 318 

A solu-tion of 2- O-isopropyl-lH-pyrazol-l-yl) -5"- 
(trifluoroiuetihyl) pyridine (1.55 g) in acetonitrile (31 ml) was 
added iodine (924 mg) r then diammonium cerium {IV) nitrate 
(2,00 g) while stirring the mixture at room temperature, and 
the mixture was reacted as it was for 5 hours. After the 
completion of the reaction, the reaction mixture was 
concentrated under reduced pressure. Water was added to the 
residue and the mixture was extracted with ethyl acetate. The 
organic layers were combined^ washed with saturated aqueous 
^5 sodium thiosulfate solution, dried (magnesium sulfate) and 
concentrated under reduced pressure to give 2- (4-iodo-~3- 
isopropyl-lH-pyrazol-l-yl) -S- (trifluoromethyl) pyridine (2 . 19 

yield 95%) as crystals. 
^H-NMR (CDCI3) 5: 1*38 (6H, d, J=6 . 9 Hz), 3,0-3.2 {IH, m) , 7.99 
(IH, dd, J-8.7, 2.0 Hz), 8.05 (IH, d, a-=8.7 Hz), 8.57 (IH, s) , 
8. 6-8. 7 (IH, m) , 
Reference Example 319 

In the same manner as in Reference Example 318, 2"[3"™-{l™ 
ethylpropyl) -4'^iodo-lH""pyrazol""l-'yl] ""5-- 

(trifluoromethyl) pyridine (yield 95%) was obtained as a 
colorles s oi 1 , 

^H-NMR(CDCl3) 5: 0,87 (6H, t, J-7.4 Hz), 1.6-1.9 (4H, m) , 2.7- 

2.8 (IH, m) , 7.99 (IH, dd, J^S.?, 2.1 Hz), 8.06 (IH, d, J^8.7 
Hs) , 8.59 (IH, s) , 8.63 (IH, d, J-2.1 Hz). 

^° Reference Exanple 320 

A mixture of 2- (4-iodo-3-isopropyl-'lH-pyrazol-l-yl) -S- 
(trifluoromethyl) pyridine (841 mg) , palladium acetate (49.6 
mg) ^ triphenylphosphine (115 mg) , potassium acetate (434 mg) , 
benzyl triethylammonium chloride (504 mg) , methyl acrylate 

^•5 (0.793 ml) and N-methylpyrrolidone (8.41 ml) was stirred at 
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room temperature under a nitrogen stream for 1 hour. The 
mixture was heated to outer temperature of 90*^C for 20 minutes 
and an insoluble material was filtered off and washed with 
ethyl acetate. Water was added to the filtrate, and the 
^ mixture was extracted with ethyl acetate. The organic layers 
were combined, washed with water and dried (magnesium 
sulfate) . The mixture was concentrated under reduced pressure* 
The residue was subjected to silica gel column chromatography 
and eluted with hexane-ethyl acetate {95:5, volume ratio) to 
give methyl 3-{3-~isopropyl-~l-[5- (trif luoromethyl)pyridin'^2" 
yl] -IH— pyra2:ol"'4-'yl } "■2-^propenoate (653 mg, yield 87%) as 
crystals * 

^H-NMR (CDCI3) 6: 1.37 {6H, d, J-6 . 9 Hz), 3,1-3.3 (IH, m) , 3.81 
(3H, s) , 6,29 (IH, d, J=16.0 Hz), 7.54 (IH^ d, J-16,0 Hz), 

8.00 (IH, dd, J=8.7, 2.1 Hz), 8.10 (IH, d, J=8 . 7 Hz), 8.6-8.7 
(IH, m) , 8. 75 (IH, s) . 

Reference ExampXe 321 

In the same manner as in Reference Example 320 except 

that ethyl aery late was used instead of methyl aery late, ethyl 

3- {3- {2-ethylpropyl) -1- [5- (trif luoromethyl) pyridin-'2-yl3 -IH- 

pyrazol~4-yl}-~2-propenoate (yield 70%) was obtained as a 

colorless oil. 

^H"NMR (CDCI3) 5: 0.87 {6H, t, J=7.4 Hz), 1.34 (3H, t, J==7 , 1 
Hz), 1,6-1.9 (4H, m) , 2,7-2.8 {IH, m) , 4.26 {2H, g, J-7 . 1 Hz), 
6,31 {IH, d, J-16.0 Hz), 7.61 {IH, d, J-16,0 Hz), 8,01 (IH, 
dd, J-8.7, 2,2 Hz), 8,10 (IH, d, J=8.7 Hz), 8,6-8.7 (IH, m) , 
8.77 (IH, s) . 
Reference ExaH{>le 322 

To a mixture of 3-isopropyl-~lH-pyrazole (167 g) , 
di ammonium cerium { IV) nitrate (497 g) and acetonitrile (1200 
ml) was added iodine (230 g) at O^'C and the mixture was stirred 
overnight at room temperature. Water was added to the reaction 
mixture, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
thiosulfate solution and saturated brine, dried (MgSO^) and 
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concentrated to give 4-iodo-3-isopropyl-lH-pYrazole (254 g, 
yield 71%) as a dark brown oily substance , 

'h-^NMR (CDCI3) 5: 1.31 {6H, d, J-6 , 9 Hz), 3.00-3.17 (IH, m) . 
7.52 (IH, s) . 
^ Reference Exanrple 323 

To a mixture of 4-iodo-3-isopropyl-lH-pyrazole <254 g) , 
potassium tert-butoxide (156 g) and tetrahydrofuran (1000 ml) 
was added benzyl bromide (134 ml) and the mixture was stirred 
at O^C and at room temperature overnight. Water was added to 
the reaction mixture and the mixture was extracted with ethyl 
acetate- The ethyl acetate layer was washed with saturated 
brine, dried (MgSO^) and concentrated. The residue was 
subjected to silica gel column chromatography, and l™benzyl-4- 
iodo-3-isopropyl-lH-pyrazole {320 g, yield 92%) was obtained 
as a brown oily substance from a fraction eluted with ethyl 
acetate-hexane (1:9,, volume ratio). 

'h-NMR (CDCI3) g: 1.30 {6H, d, J=6 . 9 Hz), 2.94-3.04 (IH, m) , 
5.24 (2H, s) , 7.01-7.07 (IH, m) , 7,16-7.36 (5H, m) . 
Reference Sxainple 324 
20 a mixture of 3-isopropyl-lH-pyrazole (92.5 g) , 

potassium tert-butoxide (123' g) and tetrahydrofuran (840 ml) 
was added benzyl bromide (125 ml) at 0°C and the mixture was 
stirred at room temperature for 5 hours. Water was added to 
the reaction mixture and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
brine,, dried (MgS04) and concentrated. The residue was 
subjected to silica gel columji chromatography, and l-benzyl-S- 
isopropyl-lH"pyrazole {114 g, yield 68%) was obtained as a 
brown oily substance from a fraction eluted with ethyl 
acetate-hexane (1:9, volume ratio). 

^H-NMR (CDCI3) 5: 1-27 (6H, d, J=7 . 2 Hz), 2,96-3.07 {IH, m) , 
5,26 (2H, s) , 6.06-6-09 (IH, m) , 7.02-7.07 (IH, m) , 7.14-7.36 
(5H, m) . 

Reference Example 325 

^5 To a mixture of l^benzyl-4-~iodo-3-isopropyl-lH-pyrazole 
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(110 g) , palladium(II) acetate (7.56 g) , triphenylphosphine 
{17.7 g) r benzyl triethylanunonium chloride (76,8 g) , methyl 
acrylate (121 ml) and l-methyl-2-pyrrolidone (1000 ml) was 
added sodium acetate (55,3 g) at room temperature and the 

^ mixture was stirred overnight at 80^C under an argon 
atmosphere. The reaction mixture was cooled to room 
temperature and concentrated under reduced pressure. Ethyl 
acetate was added to the residue, and an insoluble material • 
was removed by filtration. Water was added to the filtrate and 

^0 the mixture was extracted with ethyl acetate. The extract was 
washed with -dilute hydrochloric acid, saturated aqueous sodium 
thiosulfate solution and water, dried (MgSO^) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and methyl (E) --3- {l-benzyl-3--isopropyl-lH-"pyrazol-4"-yl) -2- 

^5 propenoate {81,1 g, yield 81%) was obtained as a brown oily 
substance from a fraction eluted with ethyl acetate-hexane 
(1:7, volume ratio). 

^H-NMR (CDCl3> 5: 1-32 (6H, d, Hz), 3.08-3.21 (IH, m) , 

3.75 (3H, s), 5.25 (2H, s) , 6,02 (IH, d, J-16.2 Hz), 7.04-7.09 
^0 (IR, m) , 7.20-7.38 {4H, m) , 7.46 (IH, s) , 7.59 (IH, d, J-16.2 
Hz) . 

Reference EKaxople 326 

To a mixture of methyl (E) -3- (l-be^zyl-3-isopropyl-lH-- 
pyrazol-4-yl) -2-propenoate (52-5 g) , 5% palladium-carbon (100 
g) and ethanol (500 ml) was added formic acid (250 ml) , and 
the mixture was heated under reflux for 3 hours. The reaction 
mixture was cooled to room temperature and palladium-carbon 
was removed by filtration. The filtrate was concentrated and 
the residue was diluted with ethyl acetate. The obtained ethyl 
■20 acetate solution was washed with saturated aqueous sodium 
hydrogen carbonate and saturated brine, dried (MgSO^) and 
concentrated to give methyl 3- (3-isopropyl-lH-pyrazol~4" 
yl) propanoate (31.5 g, yield 87%) as a pale-yellow oily 
substance. 

35 ^H-NMR (CDCI3) 5: 1-29 (6H, d, J-7.2 Hz), 2.54-2.61 (2H, m) , 
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2,74-2-82 (2H, m) , 2.98-3.13 (IE, m) , 3.68 (3H, s) , 7.33 (IH, 
s) * 

Reference Exan^le 327 

To a mixture of methyl 3- C3~isopropyl-lH-pyrazol-4'- 
^ yDpropanoate (70.0 g)|, 3-chloro-6-" (trif luoromethyl) pyridazine 
(71,6 g) and N ,N-dimethylf ormamide (700 ml) was added sodium 
hydride (60% in oil, 16,4 g) at O^C, and the mixture was 
stirred at said temperature for 2 hours. The reaction solution 
was poured into dilute hydrochloric acid and the organic layer 
^0 was extracted with ethyl acetate. The extract was washed with 
dilute hydrochloric acid and saturated brine,. dried (MgSO^) and 
concentrated,. The residue was subjected to silica gel column 
chromatography, and methyl S-fS-isopropyl-l- [6- 
(trif luoromethyl) pyridazin-3-yl] -lH-pyra30l-4-yl}propanoate 
^5 (92.6 yield 76%) was obtained as a pale-yellow solid from a 
fraction eluted with ethyl acetate-hexane (1:9, volume ratio). 
^H-HMR (CDCla) 5: 1.33 (6H, d, J=7.2 Hz), 2.64-2.71 (2H, m) , 
2.82-2.89 (2H, m) , 3.00^3.10 (IH, m) , 3.71 (3H, s) , 7,84 (IH, 
d, Hz), 8,29 (IE, d, J-9 . 0 Hz), 8,49 (IH, s) . 

Reference Example 328 

To a solution of methyl 3-{3-"isopropyl-l- [6- 
(trif luoromethyl) pyridazin-3-yl] -lH-pyrazol-4-yl }propanoate 
(92.6 g) in tetrahydrofuran (400 ml) was dropwise added a 1*5 
M solution (396 ml) of diisobutylaluminum hydride in toluene 
2^ at O'^C and the mixture was stirred at said temperature for 30 
minutes. Sodium sulfate 10 hydrate (87.0 g) was added to the 
reaction mixture at 0**C and the mixture was stirred overnight 
at room temperature. Dilute hydrochloric acid was added to the 
mixture and the mixture was extracted with ethyl acetate. The 
extract was washed with dilute hydrochloric acid and saturated 
brine, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and a pale- 
yellow solid was obtained from a fraction eluted with ethyl 
acetate-hexane (1:3, volume ratio). The obtained solid was 
3^ washed with hexane to give 3"-{3-isopropyl-l- [6- 
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(trif luorometliYl) pyridazin~3~yl] ~lH™pYra2ol""4""yl }-l-propanol 
(57.8 g, yield 68%) as a white solid. 

^H-NMR{CDCl3) 8: 1-33 {6H, d, J-6 . 6 Hz), 1.42 (IH, t, J=5 , 1 
Hz), 1,84-2,01 (2H, m) , 2.63 (2H, t, J=7 , 9 Hz), 3.05 (IH, 
^ septet, Hz), 3.77 {2H, q, J=5,7 Hz), 7.83 (IH, d, J-9 . 0 

Hz), 8.29 {IE, d, J-9.0 Hz), 8.50 {IH, s) . 
Reference Kxampie 329 

To a solution of 4- (benzyloxy) -2-hydroxyberLzaldehyde 
(16.5 g) in ethylene glycol (90 ml) were added potassium 
hydroxide (12,2 g) and hydrazine monohydrate (10.6 ml) at room 
temperature and the mixture was stirred at 120^C for 3 hours 
and at 199*^0 overnight. The reaction solution was cooled to 
room temperature and 2N hydrochloric acid (110 ml) was added. 
The mixture was extracted with ethyl acetate. The extract was 
washed with water and saturated brine, and dried (MgSO^) and 
concentrated to give 5- (benzyloxy) -2-methylphenol (14.8 g, 
yield 95%) as a brown oily substance. 

^H-NMR (CDCI3) 5: 2.17 (3H, s) , 5.01 (2H, s) , 6,43-6.51 (2H, 
m) , 6.99 (IH, d, J-8.4 Hz), 7.27-7.43 (5H, m) . 
Reference Escainple 330 

To a mixture of 5- (benzyloxy) -'2'~methylphenol (14.8 g) , 
methyl chloromethyl ether (7.82 ml) and tetrahydrofuran (250 
ml) was added sodium hydride (60% in oil^ 4.12 g) at 0*=*C and 
the mixture was stirred at room temperature for 5 hours. Water 
was added to the reaction mixture and the mixture was 
extracted with ethyl acetate. The extract was washed with 
saturated brine, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and 4- 
(benzyloxy) -2- (methoxymethoxy) -1-methylbenzene (12.8 g, yield 
^0 72%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane {1:19, volinne ratio). 
^H-NMR (CDCI3) 5: 2.17 {3H, s) , 3.47 (3H, s) , 5,02 (2H, s) , 
5.16 (2H, s) , 6.53 (IH, dd, J-2.4, 8.4 Hz), 6.75 (IH, d, J-2.4 
Hz), 7.02 {IH, d, J-8.4 Hz), 7.28-7.45 (5H, m) , 
Reference Exainple 331 
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A mixture of 4- {benzyloxy ) -2~ (raethoxymethoxy) -l-- 
methylbenzene (12.8 g) ^ 5% palladium- carbon (2*56 g) and 
e-fchanol (200 ml) was stirred overnight at room temperature 
under a hydrogen atmosphere. Palladium-carbon was removed by 
^ filtration and the filtrate was concentrated to give 3- 
(methoxymethoxy) -4-methylphenol {7.9 8 g, yield 9 6%) as a 
colorless oil* 

^H-NMR (CDCI3) 5: 2.15 (3H, s) , 3.48 (3H, s) , 5.16 (2H, s) , 
6.39 (IH, dd, J-2.4, 8.1 Hz), 6.60 (IH, d, J-2.4 Hz), 6.96 
(IE, d, J^8.1 Hz) . 
Reference Exax«ple 332 

A mixture of 3- (methoxymethoxy) "4-methylphenol (7.98 g) , 
ethyl 2--bromoisobutyrate {50 ml), potassium carbonate (48,7 g) 
and iSf,N-dimethylformamide (200 ml) was stirred at 80°G for 2 
hours. Saturated aqueous ammonium chloride solution was added 
to the reaction mixture, and the mixture was extracted with 
ethyl acetate. The extract was washed with saturated aqueous 
ammonium chloride solution and saturated brine, dried {MgS04) 
and concentrated. The residue was subjected to silica gel 
•20 column chromatography, and ethyl 2- [3- (methoxymethoxy) -4- 
methylphenoxy]--2-"methylpropanoate (10,6 g, yield 79%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane {1:19, volume ratio). 

^H-HMR {CDCI3) S: 1-27 {3H., t, Hz), 1.57 (6H, s) , 2.16 

^5 (3H, s) , 3,46 (3H, s) , 4.23 (2H, q, Hz), 5.13 {2H, s) , 

6.36 (IH, dd, J-2.4, 8.1 Hz), 6.65 (IH, d, J-2 . 4 Hz), 6.95 
(IH, d, J-=8.1 Hz) . 
Reference Elxample 333 

To a solution of ethyl 2- [3- (methoxymethoxy) -4- 
^0 methylphenoxy3-2-methylpropanoate (10.6 g) in ethanol (150 ml) 
was added several drops of cone, hydrochloric acid, and the 
mixture was stirred while heating under reflux for 4 hours. 
The reaction solution was cooled to room temperature, and 
concentrated. The residue was subjected to silica gel column 
chromatography, and ethyl 2- (3-hydroxy-4-methylphenoxy) -2- 
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methylpropanoate (7.55 g, yield 85%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(3:17^ volume ratio), 

'h-NMR (CDCI3) 5: 1.26 {3H, t, J==7 . 2 Et.) , 1.57 (6H, s) , 2,16 
^ {3H, s) , 4.23 q, J-7 . 2 Hz), 4.77 (IH, s) , €.30-6.37 (2H, 

m) , 6.93 (IH, d, J-7 , 8 Hz) . 
Reference Exaii5>le 334 

To a mixture of 2 ' ^ 4 '-dihydroxyacetophenone (25.0 g) , 
potassium carbonate (24.9 g) and acetone (500 ml) was dropwise 
added benzyl bromide (21.4 ml) at O^C and the mixture was 
stirred overnight at room temperature. The insoluble material 
was removed by filtration and the filtrate, was concentrated to 
give a pale-yellow solid. The obtained solid was 
recrystallized from ethanol to give 1- [4- (benzyloxy) -2- 
hydroxyphenyUethanone (33.8 g, yield 85%) as colorless 
crystals, melting point: 10 7-108^0. 
Reference Exanple 335 

To a solution of 1- [4- (benzyloxy) -2- 
hydroxyphenyUethanone (32.8 g) in tetrahydrofuran (400 ml) 
were added methyl chloromethyl ether (24.8 ml) and potassium 
tert-butoxide (36.6 g) at C^C and the mixture was stirred 
overnight at room temperature. Water was added to the reaction 
mixture and the mixture was extracted with ethyl acetate. The 
extract was washed with saturated brine, dried (MgSO^) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and 1- [4- (benzyloxy) ""2- 

(methoxymethoxy) phenyl] ethanone (18.6 g^ yield 48%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate^hexane (1:4, volume ratio). 
^0 ^H-NMR (CDCI3) S: 2.61 (3H, s) , 3-51 (SH, s) , 5.10 (2H, s) , 

5.26 (2H, s) , 6.65 (IH, dd, J-2-2, 8.8 Hz), 6.79 (IH, d, J-2.2 
Hz), 7.32-7,48 (5H, m) , 7.81 (IH, d, J=8 . 8 Hz). 
Reference Kxainple 336 

To a solution of 1- [4- (benzyloxy) -2- 
(me thoxymethoxy) phenyl] ethanone (10.0 g) in ethylene glycol 
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(50 ml) were added potassium hydroxide {5.88 g) and hydrazine 
monohydrate (5.11 ml) at room temperature and the mixture was 
stirred at 120°C for 2 hours and at igg-^C overnight. The 
reaction solution was cooled to room temperature, neutralised 
^ with 2N hydrochloric acid, and extracted with ethyl acetate. 
The extract was washed with saturated brine, dried (MgSO^) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and 5~ (bensyloxy) -2™ethylphenol (4.43 g, yield 
56%) was obtained as a yellow oily substance from a fraction 
eluted with ethyl acetate-hexane (1:9/ volume ratio). 
^H-NMR (CDCI3) S: 1.21 t, J-V . 5 Hz), 2.56 (2H, g, 

Rz) r 4.68 (IH, s) , 5.01 (2H, s) , 6.44 (IH, d, J-2 . 4 Hz), 6.51 
(IE, dd, J-2.4, 8.4 Hz), 7.01 (IH, d, J-8 . 4 Hz), 7.27-7.44 
(5E, m) . 

Reference Exanrple 337 

To a solution of 3™ (benzyloxy ) '-4-methoxybenzaldehyde 
{10.0 g) in methylene chloride (200 ml) was added 
chloroperbenzoic acid (24.4 g) at O^C and the mixture was 
stirred at said temperature for 2 hours. To a reaction 
solution was added a saturated aqueous sodium thiosulfate 
solution, and the mixture was extracted with ethyl acetate. 
The extract was washed with saturated aqueous sodium hydrogen 
carbonate and saturated brine, dried (MgS04) and concentrated. 
A mixture of the residue, a 2N ammonia-raethanol solution {100 
mi) and methanol (100 ml) was stirred overnight at room 
temperature- The reaction mixture was concentrated. The 
residue was subjected to silica gel column chromatography and 
3-{benzyloxy)-4-methoxyphenol (8.7 8 g, yield 92%) was obtained 
as a pale-yellow oily substance from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio)* 

^H"NMR (CDCI3) 8: 3.84 (3H, s) , 4.51 (IH, s) , 5.12 {2H, s) , 
6.35 {IH, dd, J=3.0, 8.8 Hz), 6.47 {IH, d, J-3 . 0 Hz), 6,76 
(IH, d, J=8.8 m) r 7.28-7.50 {5H, m) . 
Reference Exan^le 338 

a solution of 5- {bensiyloxy) "-2-ethylphenol (4.43 g) in 
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tetrahydrofuran {90 ml) was added sodliam hydride {60% in oil, 
1.16 g) at room temperature and the mixture was stirred for 30 
minutes. Methyl chloromethyl ether (2.21 ml) was added at room 
temperature, and the mixture was stirred overnight. Water was 

^ added to the reaction mixture and the mixture was extracted 
with ethyl acetate. The extract was washed with saturated 
brine, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and 4- 
(bensyloxy) -l-ethyl--2-- (methoxymethoxy) benzene (4 . 57 g, yield 

^ 86%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane (1:19, volume ratio). 
^H"NMR (CDCI3) 6: 1.17 (3H, t, J=7 • 4 Hz), 2.59 (2H, q, J-7 . 4 
Hz), 3.48 {3H, s), 5.02 (2H, s) , 5.17 (2H, s) , 6.56 (IH, dd, 
J-2,6, 8.4 Hz), 6.77 (IH, d, J-2 . 6 Hz), 7.05 (IH, d, J-8.4 

5 Hz) , 7.30-7.48 {5H, m) . 
Reference Exaimple 339 

A mixture of 3- (benzyloxy) ~4-methoxyphenol {8,78 g) , 
ethyl 2-bromoisobutyrate {28.0 ml), potassium carbonate (26.3 
g) and N , N-dimethylf oimamide (190 ml) was stirred at 80°C for 5 

^ hours. Saturated aqueous ammonium chloride solution was added 
to the reaction mixture, and the mixture was extracted with 
ethyl acetate. The extract was washed with saturated brine, 
dried {MgBO^) and concentrated. The residue was subjected to 
silica gel column chromatography, and ethyl 2- [3- (bensyloxy) - 

^ 4-methoxyphenoxy]-2-methylpropanoate (11.0 g, yield 83%) was 
obtained as a pale^-yellow oily substance from a fraction 
eluted with ethyl acetate--hexane (1:9, volume ratio), 
'H-NMR (CDCI3) S: 1.25 (3H, t, J-7 . 0 Hz), 1.47 (6H, s) , 3.84 
(3H, s), 4.18 {2H, q, J-7 . 0 Hz), 5,10 (2H, s) , 6.41 {IH, dd, 

3 J-2.6, 8.8 Hz), 6.54 (IH, d, J-2.6 Hz), 6.74 (IH, d, J-8 . 8 
Hz) , 7.24-7.46 (5H, m) . 
Reference Example 340 

A mixture of 4- (benzyloxy) "l™ethyl-2- 
(methoxymethoxy) benzene (4.57 g) , 5% palladium-carbon (1,00 g) 

' and ethanol {90 ml) was stirred overnight at room temperature 
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under a hydrogen atraospliere. Palladium- carbon was removed by 
filtration and the filtrate was concentrated to give 4"-ethyl"" 
3- {methoxymethoxy} phenol (3,06 quantitative) as a pale-- 
yellow oily substance. 
5 (CDCI3) 8: 1^16 {3H, t, Hz), 2.58 q, J^7 . 4 

Hz), 3.48 (3H, s) , 4.69 (IH, s) , 5.17 {2H, s) , 6.42 (IH, dd, 
J-=2.6, 8.0 Hz), 6,62 (IH, d, J=2 . 6 Hz), 7.00 (IH, d, 
Hz) . 

Reference Exanple 341 

A mixture of ethyl 2— [3— (benzyloxy ) —4— methoxyphenoxy] —2" 
methylpropanoate {11,0 g), 5% palladium'--carbon (2,19 g) and 
ethanol (160 ml) was stirred overnight at room temperature 
under a hydrogen atmosphere. Palladium--carbon was removed by 
filtration and the filtrate was concentrated. The residue was 
subj ected to s JL. 1 X. oa gel column chromatography^ and ethyl 2- (3-~ 
hydroxy*--4--methoxyphenoxy) -2-methylpropanoate (8.00 g , yield 
99%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate, 

^H-NMR (CDCI3) 5: 1.29 {3H, t, 0^-7 , 2 Hz), 1,54 {6H, s) , 3.84 
{3H, s), 4.24 (2H, q, J=7 . 2 Hz), 5,57 (IH, s) , 5.37 (IH, dd, 
J=3.0, 8,7 Hz), 6.54 (IH, d, J=3.0 Hz), 6.69 (IH, d, J-8.7 

Hz) . 

Reference ExanipXe 342 

A mixture of 4"ethyl--3" (methoxymethoxy) phenol (3,06 g) 
ethyl Z-bromoisobutyrate (9.86 ml), potassium carbonate (9,28 
g) and N,N"-dimethylformamide (85 ml) was stirred overnight at 
80°C. Saturated aqueous ammonium chloride solution was added 
to the reaction mixture, and the mixture was extracted with 
ethyl acetate* The extract was washed with saturated brine, 
dried (MgSO^) and concentrated. The residue was subjected to 
silica gel column chromatography, and ethyl 2™ [4-ethyl-3-™ 
(methoxymethoxy) phenoxy] -2-methylpropanoate (4.93 g, yield 
99%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane (1:19, volume ratio), 
^H-NMR (CDCI3) 5: 1*16 (3H, t, J-=7.4 Hz), 1,27 (3H, t, J=7 . 4 
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Hz), 1.58 (6E, s) , 2.57 (2H, q, J=7.4 Ez) , 3.46 (3H, s) , 4.24 
(2H, q, J-7.4 Hz), 5,14 {2H, s) , 6.39 (IH, dd, J-2.6, 8.0 Hz), 
6,66 (IH, d, J-2.6 Hz), 6.97 {IE, d, Hz). 
Reference Example 343 

^ To a solution of ethyl 2-- [4-ethyl-3- 

(methoxyInethoxY) phenoxy] -2-methylpropanoate (4.93 g) in 
ethanol (85 ml) was added several drops of cone, hydrochloric 
acid and the mixture was stirred overnight while heating under 
reflux. The reaction solution was cooled to room temperature 
^0 and concentrated. The residue was subjected to silica gel 

column chromatography, and ethyl 2- (4"ethyl-3-hydroxyphenoxy) - 
2-methylpropanoate (3.72 g, yield 89%) was obtained as a pale- 
yellow oily substance from a fraction eluted with ethyl 
acetate-hexane (3:37^ volume ratio), 

^H-NMR (CDCI3) 5: 1.20 (30, t, J-7 . 5 Hz), 1.26 (3H, t, J-7 . 2 
Hz), 1,57 (6H, s), 2.55 (2H, q, J-7 , 5 Hz), 4,24 (2H, q, J-7.2 
H^) , 4.75 (IH, s), 6.33-6.39 {2H, m) , 6.96 (IH, d, J-8.1 Hz). 
Reference Kxainple 344 

To a mixture of l-benzyl-3-isopropyl-lH~pyrazole (224 g) , 
diammonium cerium (IV) nitrate (368 g) and acetonitrile (1000 
ml) was added iodine (171 g) at D^C and the mixture was stirred 
overnight at room temperature* Water was added to the reaction 
mixture and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
2^ thiosulfate solution and saturated brine, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography , and l-benzyl-4"iodo-3-isopropyl-lH-pyrazole 
(340 g, yield 93%) was obtained as a brown oily substance from 
a fraction eluted with ethyl acetate-hexane {1:9, volume 
ratio) . 

^H^jvjMR (CDCI3) 5: 1*30 (6H, d, Hz), 2.94-3.04 (IH, m) , 

5,24 (2H, s) , 7.01-7.07 (IE, m) , 7.16-7.36 (5H, m) . 
Reference Bscanple 345 

A mixture of 2-{3- (I'-^ethylpropyl) -4"-iodo-lH-pyrazol-l'- 
^^ yl> -5- (trifluoromethyl) pyridine (4.09 g) , palladium acetate 
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(112 mg) , triphenylphosphine (262 mg) , sodium carbonate (2.12 
g) , benzyltriethylairanonitim chloride (2.28 g) , allyl alcohol 
(1.02 ml), water (4,09 ml) and H,N-dimethylf ormamide (40.9 ml) 
was stirred at room temperature for 1 hour under a nitrogen 
^ stream. The mixture was heated at an outer temperature of 60°C 
for 8 hours. The Insoluble material was filtered off and 
washed with ethyl acetate. Water was added to the filtrate and 
the mixture was extracted with ethyl acetate. The organic 
layers were combined, washed with saturated aqueous sodium 
thiosulfate solution, dried (Na2S04) and concentrated under 
reduced pressure. The residue was subjected to silica gel 
column chromatography and eluted with hexane^ethyl acetate 
{9:1, volume ratio) to give 3-{ 3- (l~ethylpropyl) -1- [5- 
(trif luoromethyl) pyridin"2-yl] -lH~pyrazol--4"'yl }propanal (1,17 
g, yield 35%) as a colorless oil. 

^H-]SfMR (CDCI3) 8: 0,7-^0.9 (6H, m) , 1.6-1.9 (4H, m) , 2.5-^2.6 
(IH, m) , 2.7-2.8 (4H, m) , 7.9-8.1 (2H, m) , 8.27 (IH, s) , 8.5- 
8.6 (IH, m) , 9.86 (IH, s) . 
Reference Example 346 

To a solution of 3- {3~ (l~ethylpropyl) -1- [B^- 
Ctrif luoromethyl) pyridin-2~yl3 ~lH-pyra20l-4-yl }propanal (1 . 15 
g) in methanol (25.2 ml) was added sodium borohydride {492 mg) 
with stirring under ice-cooling under a nitrogen stream. After 
stirring at said temperature for 0.5 hour, water {50 ml) and 
■25 6N hydrochloric acid (13 mmol) were added, and the mixture was 
stirred for 1 hour. The mixture was neutralized with 2N 
aqueous sodium hydroxide solution and extracted with ethyl 
acetate. The organic layers were combined, washed with water, 
dried (NazSOa) and concentrated under reduced pressure. The 
residue was subjected to silica gel column chromatography and 
eluted with hexane-ethyl acetate (4:1, volume ratio) to give 
3- {3- (1-ethylpropyl) -1- [5- {trif luoromethyl)pyridin-2~yl]"lH- 
pyrazol-4-yl}propan-l"'Ol (669 mg, yield 58%) as a colorless 
oil. 

^5 ^H-NMR {CDCI3) 5: 0.87 (6H, t, J-7 . 4 Hz), 1.6-1.9 (6H, m) , 2.5- 
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2.7 (3E, m) , 3-6-3.8 {2H, m) , 7.94 (IH, dd, J-8.7, 2.2 Hz), 
8.03 (IH, d, J-8.7 Hz), 8,28 (IH, s) , 8.5-8.6 (IH, m) , 
Reference Example 347 

A mixture of 2- {4-iodo-3-i6opropyl-lH-pyrazol-l-Yl) -5- 
5 (-trifluoromethyl) pyridine (7,62 g) , palladium acetate {225 
mg) , triphenylphosphine (525 mg) , sodium hydrogen carbonate 
(3.28 g) , benzyltriethylarnmonium chloride (4.56 g) , allyl 
alcohol <2.05 ml), water (7.62 ml) and N-methylpyrrolidone 
(76.2 ml) was stirred at room temperature for 1 hour under a 
nitrogen stream. The mixture was heated at an outer 
temperature of 60°C for 6 hours. The insoluble material was. 
filtered off and washed with ethyl acetate. Water was added to 
the filtrate and the mixture was extracted with ethyl acetate. 
The organic layers were combined, washed with saturated 
aqueous sodium thiosulfate solution, dried (Na2S04) and 
concentrated under reduced pressure. The residue was subjected 
to silica gel column chromatography and eluted with hexane- 
ethyl acetate (9:1, volume ratio) to give a-O-isopropyl-l- [5-- 
(trif luoromethyl)pyridin-2'-yl] -lH-pyrazol-4-yl}propanal (3 . 93 

yi^^d 63%) as a colorless oil. 
^H-NMR {CDCI3) 5: 1-34 (6H, d, J=6.9 Hz), 2.7-3.1 {5H, m) , 7.95 
{IH, dd, J=8.7, 2.2 He), 8.03 (IE, d, J-8 . 7 Hs) , 8.26 (IH, s) , 
8.60 {IH, J=2.0 Hz), 9.86 (IH, s) . 
Reference Exainple 348 
25 To a solution of 3-{3-'isopropyl"-l- [5" 

{trif luoromethyl) pyridin-2-yl] '-lH"-pyrazol-4-yl}propanal (3.89 
g) in methanol {77.8 ml) was added sodium borohydride (1.65 g) 
with stirring under ice-cooling under a nitrogen stream. After 
stirring at said temperature for 1 hour^ water (50 ml) and 6N 
hydrochloric acid (44 mhoI) were added, and the mixture was 
stirred for 1 hour. The precipitated crystals were collected 
by filtration to give S-CS-isopropyl-l-- [5- 
(trif luoromethyl) pyridin--2-yl] -lH-pyrazol'"4-yl Ipropan-l-ol 
(3.73 g, yield 95%) . 

^^H-NMR (CDCI3) 5: 1^33 {6H, d, J-6 . 9 Hz), 1.8-2.0 (2H, m) , 2.60 
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(2H, iT-7.9 Hz), 3.0-3.1 {IH, m) , 3,75 (2H, t, J=6.3 Hs) , 
7.94 (IH, dd, J-S,?, 2-2 Hz), 8.03 (IH, d, J=8.7 Rz) ^ 8.28 

(IH, s) , 8.6-8.7 (IH, m) . 
Reference Example 349 

^ To a mixture of 3--{3--isopropyl-l~ t5- 

(trif luoromethyl) pYridin-2-yl] "lH~pyrasol-4"yl}propan-l-ol 
(470 mg) and toluene (9.4 ml) were added triethylamine (258 
mg) and then methanesulf onyl chloride (258 mg) with stirring 
-under ice-cooling. After stirring at room temperature for 30 
minutes^ water (10 ml) was added^ and the mixture was 
extracted with toluene. The organic layer was washed with 
saturated brine and the mixture was concentrated under reduced 
pressure. o-Vaniliin (342 mg) , potassium carbonate (353 mg) , 
ethanol (4.7 ml) and toluene (4.7 ml) were added to the 
residue and the mixture was reacted under reflux for 5,5 
hours. After completion of the reaction, water (10 ml) was 
added to the reaction mixture and the mixture was extracted 
with ethyl acetate. The organic layer was washed with 3H 
aqueous sodium hydroxide solution and saturated aqueous sodium 
hydrogen carbonate in this order, dried over anhydrous sodium 
sulfate and concentrated under reduced pressure. The residue 
was subjected to silica gel column chromatography and eluted 
with hexane-ethyl acetate (9:1, volume ratio) to give 2-(3-{3- 
isopropyl-l- [5- (trif luoromethyl) pyridin-2-yl] -lH-pyrasol-4- 
yllpropoxy) -3-methoxybenzaidehyde {450 mg, yield 67%) as 
colorless crystals . 

^H-NMR (CDCI3) 5: 1^34 (6H, d, J-6.9 Hz), 2.1-2.2 (2H, m) , 2.73 
{2H, t, J-7.7 Hz), 3.0-3-1 (IH, m) , 3.90 (3H, s) , 4.22 (2H, t, 

J-6.3 Hz), 7,1-^7.2 (2H, m) , 7.4-7.5 (IH, m) , 7.95 (IH^ dd, 

J=8,7, 2,2 Hz), 8.04 (IH, d, J-8.7 Hz), 8,33 (IH, s) , 8.6-8.7 
{IH, m) , 10.5 (IH, s) . 

Reference Exanple 350 

To a mixture of 3-{3-isopropyl"l- [5~ 
(trif luoromethyl)pyridin-2-yl] -lH-pyrazol-4-yl}propan'"l-'Ol 
(470 mg) and tetrahydrofuran (13.8 ml) were added 
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triethylamine {0.927 ml) and then me-thanesulfonyl chloride 
(0.511 ml) with stirring under ice-cooling. After stirring 
under ice--cooling for 1.5 hours, water was added,, and the 
mixture was extracted with ethyl acetate. The organic layer 
^ was washed with saturated brine and concentrated under reduced 
pressure. o-Vanillin {1.21 g) , potassium carbonate {1.09 g) , 
acetonitrile (27.6 ml) were added to the residue and the 
mixture was reacted under reflux for 2 . 5 hours . After 
completion of the reaction, water was added to the reaction 
mixture and the mixture was extracted with ethyl acetate. The 
organic layer was washed with 3ISI aqueous sodium hydroxide 
solution and water in this order, dried over anhydrous sodium 
sulfate and concentrated under reduced pressure. Hexane was 
added to the residue to give 2- {3-{3--isopropyl-l-lS- 
^^ (trifluoromethyl) pyridin-2-yl] ~lH-pyrazol-4-yl}propoxy) -3- 
methoxybenz aldehyde {1.21 g) as crystals. The mother liquor 
was concentrated, subjected to silica gel column 
chromatography and eluted with hexane^-ethyl acetate (9:1, 
volume ratio) to give 2- {3-"{ S-^isopropyl-l- [5- 
(trifluoromethyl) pyridin-2--yl] -"lH-pyrazol"4-yl}propoxy) -3- 
methoxybenis aldehyde (401 mg, total yield 77%) as colorless 
crystals * 

^H-NMR (CDCI3) 8: 1-34 {6H, d, J=6 . 9 Hz), 2.1-2.2 {2H, m) , 2.73 
(2H, t, J-7.7 Hz), 3.0-3.1 (IH, m) , 3,90 (3H, s) , 4.22 {2H, t, 

J-6.3 Hz), 7,1-7-2 (2H, m) , 7.4-7.5 (IH, m) , 7.95 (IH, dd, 

J=8,7, 2.2 H2) , 8,04 (IH, d, J-8,7 Hz), 8.33 {IH, s) , 8.6-8.7 
(IH, m) , 10-5 (IH, s) * 

Reference Exanqple 351 

In the same manner as in Reference Example 350, 2-{3-{3- 
(1-ethylpropyl) --1-- [5- (trif luoromethyl)pyridin-2-yi] -IH™ 

pyrazol-™4-yl}propoxy)'-3-methoxybenzaldehyde (yield 67%) was 

obtained. 

^H-ISJMR CCDCI3) 6: 1.34 {6H, t, J=7 . 4 Hz), 1.5-l.B (4H, m) , 2.0- 
2,2 (2H, m) , 2,3-2.8 (3H, m) , 3.90 (3H, s) , 4.1-4,3 (2H, s) , 
35 7^1^7,2 (2H, m) , 7,4-7.5 (IH^ m) , 7.90-8.00 {2H, m) , 8.33 (IH^ 
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s) , 8.6-8,7 {IH, m) ^ 10,5 (IH, s) . 
Exanple 1 

A mixt:ure of 3'"{3-[4- (i:rifluoromet:hyl)phenyl]-~5- 
isoxasolyi}-l-propyl methane sulfonate {1.04 g) ^ sodium iodide 
^ (450 mg) , methyl 4"-hydroxyphenylacetate (500 mg) ^ potassium 
carbonate (440 mg) and N^N-dimethylformamide (10 ml) was 
stirred at 90°C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 

10 aqueous sodium chloride solution^ dried (MgS04) and 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a- 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4-- {S™ { 3- [4™ 
(trif luoromethyl) phenyl j -5-isoxazolyl }propoxy) phenyl J acetic 
acid (300 mg, yield 25%) . The crystals X'^^ere recrystallized 
from ethyl acetate-^hexane . melting point: 127-128°C, 

25 ^H-HMR (CDCl3)5:2.18-2.32 (2H, m) , 2.98-3.10 {2H, m) , 3.60 {2H, 
s) , 3.98-4.08 (2H, m) , 6.37 (IH, s) , 6.82-6.90 (2H, m) , 7.15- 
7,24 (2H, m) , 7.66-7.75 (2H, m) , 7.86>~7.94 (2H, m) . 
Bxainple 2 

A mixture of 3- {3- [4- {trif luoromethyl) phenyl] -5- 
isoxazolyl}-l-'propyl methanesulfonate (1.04 g) , sodium iodide 
{450 mg) ^ methyl 4"-hydroxybenzoate {450 mg) , potassium 
carbonate (450 mg) and N^N-dimethylformamide {10 ml) was 
stirred at 90°C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
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aqueous soditim chloride solution, dried (MgSOfl) and 
concentrated. The residue was subjected to silica gel column 
chromatography f and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4^ volume ratio), 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution {5 ml) , tetrahydrofuran (5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours. IH 
Hydrochloric acid {5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 4-(3-{3-[4- 

{trif luoromethyl) phenyl] ~-5-isoxazolyl }propoxy) benzoic acid 
(840 mg, yield 72%) , The crystals were recrystallized from 
acetone-^hexane . melting point: 221-222°C. 

^H-NMR (CDCl3)5: 2.20-2.38 (2H, m) , 3.00-3.14 {2H, m) , 4.05- 
4.18 {2H, m) , 6.39 (IH, s) , 6.86-6.96 {2H, m) , 7.64-7.74 {2H, 
m) r 7.86™S,08 (4H, m) . 
Exainple 3 

A mixture of 3-{ 3- [4- {trif luoromethyl) phenyl] -5— 
isoxazolyl}-*-l--propyl methanesulf onate (1.04 g) sodium iodide 
(450 mg) , methyl 3~hydroxyphenylacetate (500 mg) , potassium 
carbonate (450 mg) and W,N-dimethylf ormamide {10 ml) was 
stirred at 90°C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid^ and extracted with ethyl 
acetate- The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio), 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate • The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution^ dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3"(3-{3-[4- 
(trifluoromethyl) phenyl] -5~isoxazolyl}propoxy) phenyl] acetic 
^ acid (630 mg, yield 52%) . The crystals were recrystallized 
from ethyl acetate-hexane, melting point: 126-1270C. 
%~NMR (CDCl3)8: 2,16-2.34 (2H, m) , 2.98-3.12 {2H, m) , 3.63 
(2H, s) , 4-00-4.10 (2H, m) , 6.38 (IH, s) , 6.75-6,94 (3H, m) , 
7,18-7.32 (IH, m) , 7.66-7.75 (2H, m) , 7.86-7,96 (2H, m) . 
EacaiiBple 4 

A mixture of 3- { 3- t4- (trif luoromethyl) phenyl] -5- 
isoxazolyli'-l-propyl methane sulfonate {1.04 g) , sodium iodide 
(520 mg) , methyl S-hydroxybenzoate (460 mg) ^ potassium 
carbonate (450 mg) and N,N-dimethylf ormamide {10 ml) was 
stirred at 90*^C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried {MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours. IJSI 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3~(3-{3-[4™ 
(trif luoromethyl) phenyl] -5"isoxazolyl}propoxy) benzoic acid 
(860 mg, yield 74%) . The crystals were recrystallized from 
ethyl acetate-hexane . melting point: 133-134*C. 
^E-miR {CDCl3)8: 2.20~-2.37 (2H, m) , 3.02-3.14 {2H, m) , 4.06-- 
4.17 (2H, m) , 6.39 {IH, s) , 7.10-7,20 (XH, m) , 7.34-7.44 (IH, 
m) , 7.58~~7.76 {4H, m) , 7,86-7.96 (2H, m) . 
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A mixture of 3-- {3- [4- {trif luoromethyl) phenyl] -5- 
±soxazolyl}-l-propYl methane sulfonate (1.04 g) , sodium iodide 
(520 rag), ethyl 3- (4-hydroxyphenyl) propionate (600 mg) , 

5 potassium carbonate (450 mg) and H,N-dimethylf ormamide (10 ml) 
was stirred at 90°C for 5 hours. The reaction mixture was 
poured into dilute hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried {MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrof uran (5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours. W 
Hydrochloric acid (5 ml) was added and extracted with ethyl 
acetate- The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 

^0 by filtration to give 3- [4- {3-{3- [4- {trif luoromethyl) phenyl] - 
5"i3oxazolyl}propoxy) phenyl] propionic acid (520 mg, yield 
42%) . The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 174^175°C. 

^H-NMR (CDCl3)8: 2.16-2.34 (2H, m) , 2.59-2.72 (2H, m) , 2,84- 
2^ 3.12 {4K, m) , 3,98-4.08 (2H, m) , 6.37 (IH, s) , 6.78-6.88 {2H, 
m) , 7.07-7.18 (2H, m) , 7.66-7.76 (2H, m) , 7,86-7.96 (2H, m) . 
Bscan^le 6 

A mixture of 3-{3- [4- {trif luoromethyl) phenyl] -5- 
isoxaz^olyli-l-propyl methanesulf onate (1.04 g) , sodium iodide 
(500 mg) , methyl salicylate (460 mg) , potassium carbonate (500 
mg) and N,N-dimethylf ormamide {10 ml) was stirred at 90^0 for 5 
hours. The reaction mixture was poured into dilute 
hydrochloric acid, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
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was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, voliime ratio) . A mixture of the obtained 
oily substance, IB aqueous sodium hydroxide solution (5 ml) , 
^ tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours* IN Hydrochloric acid (5 ml) was 
added, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained, 
colorless crystals were collected by filtration to give 2--(3~ 
{ 3 - [ 4" { tr if luoromethyl ) phenyl ] -~5-i soxaz olyl ) propoxy ) benzoic 
acid (710 mg^ yield 61%) * The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 132~133°C. 
%~NMR (CDCl3)8: 2,34-2.52 <2H, m) , 3.03-3.16 (2H, m) , 4.18-- 
4.42 (2H, m) , 6.43 (IH, s) , 7.00-7.24 <2H, m) , 7,50-7.64 (IB, 
m) , 7.65-7.76 {2H, m) , 7.85^7.96 (2H, m) , 8.16-8.24 (IH, m) . 
Exainple 7 

A mixture of 3- { 3- [4- {trif luoromethyl) phenyl] ~5- 
isoxazolyl}-l-propyl niethanesulf onate {1.04 g) , sodium iodide 
{500 mg) , methyl 3-hydroxy"-l"-methyl-'lH-pyrazole~~5~-carboxylate 
(470 mg) , potassium carbonate {500 mg) and N^- 

dimethylformamide {10 ml) was stirred at 90^0 for 5 hours. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:4, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and 
methanol (5 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (5 ml) was added, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated* The obtained colorless crystals were collected 
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by filtration to give l-methyl"-3- {3-{3~ [4- 

{trif luoromethyl) phenyl] -5-isoxazolyl }propoxy) -IH-pyra^ole-S- 
carboxyllc acid (870 mg, yield 74%) . The crystals were 
recrystallized from ethyl acetate-hexane . melting point: 162- 
^ 163^C. 

^H-lNlMR (CDCl3)5: 2.15-2.34 (2H, m) , 2.96-3.10 (2H, m) , 4.04 
{3H, s), 4.17-4.28 (2H, m) , 6.30 (IH, s) , 6.39 (IH, s) , 7.67- 
7.77 (2H, m) r 7.87-7.97 (2H, m) . 
Exaxnple 8 

A mixture of 3- { 3- [4- (trif luoromethyl) phenyl] -5- 
isoxa2;oiyl}-"l--propyl methanesulf onate (1.04 g) , sodium iodide 
(500 mg) ^ methyl S-^hydroxy-l-phenyl-lH-pyrazole-S-carboxylate 
(650 mg) ^ potassium carbonate (500 mg) and Kf^N- 

dimethylf ormamide (10 ml) was stirred at 90^0 for 5 hours. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:4, volume 
ratio) . A mixture of the obtained oily substance, IM aqueous 
sodium hydroxide solution <5 ml) , tetrahydrof uran (5 ml) and 
methanol (5 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (5 ml) was added, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give l-phenyl"-3- (3-{3- [4- 

(trif luoromethyl) phenyl] -5-isoxazolyl}propoxy) -IH-pyrazole-S- 
carboxyllc acid (1.16 g, yield 85%). The crystals were 
recrystallized from ethyl acetate-hexane . melting point: 145- 
146^C. 

^H-NMR {CDCl3)S: 2.16-2.36 (2H, m) , 2.96-3.10 (2H, m) , 4.24- 
4.36 {2H, m) , 6.40 (IH, s) , 6.50 (IH, s) , 7.36-7.47 (5H, m) , 
^5 7.65-7.75 {2H, m) , 7.84-7.94 (2H, m) . 
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Exaiople 9 

To a mixture of {S-metiiYl-l- [5- (trif liioromethyl) -2- 
pyridyl]"-lH"pyrazol'-4-yl}methanol (500 mg) , methyl 3-(4- 
hydroxyphenyl) propionate (370 mg) , triphenylphosphine (530 mg) 
and tetrahydrofuran (10 ml) was dropwise added a 40% solution 
of diethyl azodicarboxylate in toluene (900 mg) at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography ^ and a colorless oil was 
obtained from a ' fraction eluted with ethyl acetate-hexane 

(1:4^ volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (3 ml) ^ tetrahydrofuran 

(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (3 ml) was added and extracted 
with ethyl acetate. The ethyl acetate layer was" washed with 
saturated aqueous sodium chloride solution dried (HgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- {4-{3-methyl-l- [ 5- {trif luoromethyl) -2- 
pyridyl]-lH-pyrazol--4~-ylmethoxy} phenyl) propionic acid (620 mg, 
yield 79%) . The crystals were recrystallized from ethyl 
acetate-hexane . melting point: 19 5-196^C. 

^H-NMR (CDCl3)5: 2.39 s) , 4.64 (2H, s) , 4.94 (2H, s) , 

6.87-6.97 (4H, m) , 7.96-8.06 {2H, m) , 8.55 (IH, s) , 8.61-8.66 
(IH, m) . 
Kxaxf^le 10 

To a mixture of {3-'methyl-l'- [5- (trif luoromethyl) -2- 
pyridyl]-lH™pyrazol-4-yl}methanol (900 mg) , methyl (4- 
hydroxyphenoxy) acetate (650 mg) , triphenylphosphine (930 mg) 
and tetrahydrofuran (10 ml) was dropwise added a 40% solution 
(1.59 g) of diethyl azodicarboxylate in toluene at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated* The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance,. 
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IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added^ and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
^ layer was washed with saturated aqueous sodium chloride 
solution^ dried (MgS04) and concentrated. The obtained 
colorless crystals were collected by filtration to give (4~-{3"- 
methyl-1- [5- (trif luoromethyl) -2-pyridyl] ~lH-pyrazol-4- 
ylmethoxy}phenoxy) acetic acid {610 mg, yield 43%). The 
crystals were recrystallised . from ethyl acetate-^hexane . 
melting point: 138-139'=*C. 

^H-NMR (CDCl3)S: 2.39 {3H, s) , 4.64 (2H, s) , 4.94 (2H, s) , 
6.87-6.97 (4H, m) , 7.96-8.06 (2H, m) , 8.55 {IH, s) , 8.61-8.66 
(IH, m) . 
Exaipple 11 

To a mixture of 4-{3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyl}-l-butanol (740 mg) , ethyl 3- (S-hydroxy-l-phenyl- 
lH-pyrazol-S-yl) propionate (670 mg) , triphenylphosphine (700 
mg) and tetrahydrofuran {10 ml) was dropwise added a 40% 
solution (1.20 g) of diethyl azodicarboxylate in toluene at 
room temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residne was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4^ volume ratio). A mixture of the obtained oily substance, 
in aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol {5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l-phenyl-3-- {4-~{3- [4- 
(trif luoromethyl) phenyl] -5-isoxazolyl>butoKy) -lH-pyrazol"-5~ 
yljpropionic acid (930 mg, yield 72%) . The crystals -were 
recrystallised from ethyl acetate-hexane . melting point: 139- 
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140^C. 

^H-NMR {CDCl3)S: 1.76-2.06 {4H, m) , 2.56-2.70 {2H, m) , 2.84- 
3.02 (4H, m) , 4.18-4.32 (2H, m) , 5.68 {IH, s) , 6.36 (IH, s) , 
7.28-7.48 {5H, m) , 7.66-7.75 (2H, m) , 7.85-7.94 {2H, m) . 
^ EKaiiqple 12 

A mixture of 4-{3-I4-{trifluoroniethyl)phenYl]-5- 
isoxazolyl}-l-bTatyl methanesulfonate (700 mg) , sodium iodide 
(300 mg) , methyl 4-iiydroxybenzoate (290 mg) , potassium 
carbonate (460 mg) and N^H-dxmethylf ormamide (10 ml) was 

^0 stirred at 90°C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried {MgSO^) and 
concentrated* The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acatate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (3 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

■2^ Hydrochloric acid (3 ml) was added ^ and the mixture was 

extracted with ethyl acetate • The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to gfve 4-{4-{3-[4- 

(trif luororaethyl) phenyl ]-5-isoxazolyl} butoxy) benzoic acid (630 
mg^ yield 81%) . The crystals were recrystallized from ethyl 
acetate-hexane . melting point: 170--171^C. 

^H-NMR (CDCl3)8: 1-82-2.12 (4H, m) , 2.86-2.98 (2H, m) , 4.02- 
4.14 {,2H, m) , 6.36 (IH, s) , 6.88-6.98 (2H, m) , 7.66-7.76 (2H, 
m) , 7.85-7.95 (2H, m) , 8.00-8.10 (2H, m) . 
Exaiwple 13 

To a mixture of 4-"{ 3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyll-^l-butanol (700 mg) ^ methyl 4-hydroKyphenylacetate 
(400 mg) ^ triphenylphosphine (660 mg) and tetrahydrofuran (10 
ml) was dropwise added a 40% solution (1.10 g) of diethyl 
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azodicarboxylate in toluene at; room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography r and a colorless oil was obtained from a 
^ fraction eluted with ethyl acetate-hexane (1:4, vol-ume ratio) . 
A mixture of the obtained oily substance ^ IN aqueous sodium 
hydroxide solution {5 ml) ^ tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 5 hours. IH 
Hydrochloric acid (5 ml) was added and the mixture was 
^0 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 

(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4- (4- {3-- [4-- 

{ trif luoromethy 1 ) phenyl ] -5-isoxasolyl } bu toxy ) phenyl ] acetic 
acid (810 mg, yield 80%) . The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 125-126^0. 
^H-IQMR {CDCl3)5: 1.78-2.07 (4H, m) , 2.83-2,95 {2H, m) , 3.59 

{2H, s) , 3.94-4.06 t2H, m) , 6.36 (IH, s) , 6.79-6.91 (2H, m) , 
7.14--7.26 (2H, m) , 7.64-7.76 (2H, m) , 7.84-7.96 (2H, m) . 
Example 14 

To a mixture of 4-{3- [4- (trif luoromethyDphenyl] -5*- 
isoxaEolyl}-l~butanol (700 mg) , methyl 3'"(4- 

hydroxyphenyl) propionate (440 mg) , triphenylphosphine (650 mg) 
and tetrahydrofuran (10 ml) was dropwise added a 40% solution 

{1.25 g) of diethyl azodicarboxylate in toluene at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio) . A mixture of the obtained oily substance r 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 

(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. lIsF Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
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(MgS04) and concentrated- The obtained colorless crystals were 
collected by filtration to give 3- [4- (4- {3- t4'- 
<trif luoromethyl) phenyl] -S-isoxazolyl }btitoK:y) phenyl] propionic 
acid (760 mg, yield 72%) . The crystals were recrystallxzed 
^ from ethyl acetate-^hexane . melting point: 

^H-lsJMR (CDCl3)8: 1.80-2,04 (4H, m) , 2.56-2.70 {2H^ m) , 2.82'- 
2,98 (4H, m) , 3,94-4.06 {2H, m) , 6.36 (IH, s) , 6.77-6.88 {2H, 
m) , 7,07-7.17 (2H, m) , 7.64-7.76 {2H, m) , 7.85-7.96 (2H, m) . 
EKaHiple 15 

To a mixture of 4-{3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyl }--'l-butanol (700 mg) ^ methyl 2- {4-hydroKyphenoxy) -^2- 
methylpropionate (500 mg) , triphenylphosphlne {650 mg) and 
tetrahydrofuran {10 ml) was dropwise added a 40% solution 
(1.10 g) of diethyl azodicarboxylate in toluene at room 
temperature and the mixture was stirred overnight* The 
reaction solution was concentrated* The residue was subjected 
to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated* The obtained colorless crystals were 
collected by filtration to give 2-methyl'-'2- [4- (4-{3" [4- 
(trif luoromethyl) phenyl] -S-isoxazolyl }butoxy) phenoxy] propionic 
acid (860 mg^ yield 78%) . The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 103^104°C» 
^0 ^H-NMR (CDCl3)5: 1-53 {6H, s) , 1,80-2.06 m) , 2,86"-'2.98 

(2H, m) , 3.94-4.04 (2H, m) , 6.36 (IH, s) , 6.72-6.95 (4R, m) , 
7.66-7,75 {2H, m) , 7,85-7.94 (2H, ra) . 
EHBixple 16 

To a mixture of 4-{3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyl}'-l'-butanol (700 mg) , methyl 3 -hydroxyphenyl acetate 
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(420 mg) , triphenylphosphine (650 rag) and tetrahydrofuran (10 
ml) was dropwise added a 40% solut.ion (1,13 g) of diethyl 
aaiodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight* The reaction solution was 
^ concentrated* The residue was subjected to silica gel column 
chromatography^ and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) • 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-{4-{3-[4- 

(trif luoromethyl) phenyl] -S-isoxazolyl )butoxy) phenyl] acetic 
acid (800 mg, yield 78%) . The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 134-'135°C, 
^H~NMR (CDCl3)6: 1-80-2.08 (4H, m) , 2.84-2.96 {2H, m) , 3.62 

{2H, s) , 3.96-4.06 (2H, m) , 6,36 (IH, s) , 6.76-5.91 (3H, m) , 
7.18-7.30 (IH, m) , 7.64-7.76 (2H, m) , 7.85""7.96 (2H, m) . 
ExaiKiple 17 

To a mixture of 4-- {3- [4- (trif luoromethyl) phenyl 3-5- 
isoxazolyl}-l-butanol (700 mg) , methyl 2-hydroxyphenylacetate 
(420 mg) , triphenylphosphine (650 mg) and tetrahydrofuran (10 
ml) was dropwise added a 40% solution (1.10 g) of diethyl 
azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio)* 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours • IN 
Hydrochloric acid (5 ml) was added and the mixture was 
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extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodixam chloride solution r dried 

(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (4-- {3- [4-- 
5 (trifluoromethyl) phenyl] --S-isoxazolyDbutoxy) phenyl] acetic 
acid {800 mg, yield 78%) . The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 122~123°C. 
^H-NJyJR {CDCl3)6: 1.78-2.06 {4H, m) , 2.78-2.92 {2H, m) , 3.65 

(2H, 3) r 3.96-4.07 {2H, m) , 6.36 (IE, s) , 6.80-6.96 (2H, m> , 
^0 7.14-7,30 (2H, m) , 7.64-7.74 {2H, m) , 7.84-7.94 (2H, m) . 
Example 18 

To a mixture of 3- { 3-ethoxy-l- [5- (trifluoromethyl) -2- 
pyridyl]-lH-pyra2:ol-4-yl}"l-propanol (330 mg) , methyl 2- (4- 
hydroxyphenoxy) -2-methylpropionate (250 mg) , 
triphenylphosphine {310 mg) and tetrahydrofuran (7 ml) was 
dropwise added a 40% solution (550 mg) of diethyl 
azodicarfooxylate in toluene at room temperature and the 
mixture was stirred overnight • The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography^ and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance,. 1]S[ aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2- [4- (3-{3-ethoxy-l- 15- 
^0 (trifluoromethyl) -"2-pyridyl] '-lH-pyrazol-4-yl}propoxy) phenoxy] - 
2-methylpropionic acid (370 mg, yield 71%) . The crystals were 
recrystallized from ethyl acetate-hexane . melting point: 91- 
92°C. 

^H-NMR (CDCl3)6: 1-41 (3H, t, J-7 • 0 Hz), 1.54 (6H, s) , 2.00- 
35 2.18 (2H, m), 2. 54^-2.66 {2H, m) , 3.98 (2H, t, J-6,2 Hz), 4,35 
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(2H, Hz), 6.76™6-96 (4H, m) , 7.81 (IH, d, J-8 - 8 Hz), 

7.91 {in, dd, 8.8 Hs) , 8.18 (IH, s) , 8.55 (IH, d^ J=-2.0 

Hz) . 

Example 19 

^ To a mixt-ure of {3-methyl--l- [5- (trif luoromethyl) -2- 

pyridyl] -lH-pyrazol-4-'yl}methanol (250 mg) ^ ethyl 3- {2-~ethoxy- 
4'-ilydroxyphenyl) propionate (250 mg) , triphenylphosphine {280 
mg) and tetrahydrofnran (10 ml) was dropwise added a 40% 
solution (480 rrf^) of diethyl azodicarboxylate in toluene at 
room temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio)* A mixture of the obtained oily substance, 
IN aqueous sodiiom hydroxide solution (5 ml) , tetrahydrofuran 
{5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours, IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- (2-ethoxy-4-{3-methyl"-l- [5™ 
( trif luoromethyl) -2-pyridyl] "lH-pyrazol-4- 
ylmethoxy} phenyl) propionic acid (310 mg, yield 71%). The 
crystals were recrystallized from ethyl acetate-hexane , 

^5 melting point: 151-152^0. 

^H-NMR (CDCl3)5: 1-42 (3H, t, J-7.0 Hz), 2.39 (3H, s) , 2.60- 
2.71 (2H, m), 2.84^2.95 (2H, m) , 4.01 (2H, q, J-7.0 Hz), 4,94 
(2H, s>, 6.45«'6.54 (2Hr m) , 7.06-7.14 (IH, m) , 7.94-8.08 (2H, 
m) , 8-56 (IB, s) , 8.61-8.68 (IH, m) . 
Example 20 

To a mixture of 4-{ 3- [4- (trif luoromethyl)phenyl]-5- 
isoxa2;olyl}■»l-butanol (1.10 g) , methyl 3"(3- 

hydroxyphenyl) propionate (780 mg) , triphenylphosphine (1.10 g) 
and tetrahydrofuran (15 ml) was dropwise added a 40% solution 
(1,75 g) of diethyl azodicarboxylate in toluene at room 
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temperature and the mixtiare was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
^ (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodiinm hydroxide solution (7 ml) ^ tetrahydrofuran 
(7 ml) and methanol (7 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (7 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried {MgS04) and concentrated. The obtained 
colorless crystals were collected by filtration to give 3-'[3'" 
(4- {3-- [4- (trif luoromethyl) phenyl] -5- 

isoxa2:olyl}butoxy) phenyl] propionic acid (1.26 g, yield 75%), 
The crystals were recrystallized from ethyl acetate^-hexane . 
melting point: 131"~132°C. 

'h-NMR (CDCl3)5: 1.80-2.08 {4H, m) , 2.60-2.74 (2H, m) , 2.85- 
3.00 (4H, m) , 3.96-4.06 C2H, m) , 6.36 (IH, s) , 6.72-6. 84 (3H, 
m), 7.15-7.27 (IH, m) , 7.67-7.76 {2H, m) , 7.86--7.95 (2H, m) . 
Example 21 

To a mixture of 4-- {3-14- (trif luoromethyl) phenyl] -5- 
isoxazolyl}"-l-butanol (570 mg) , ethyl 3- {2-ethoxy-4- 
hydroxyphenyl) propionate (480 mg) , triphenylphosphine (550 mg) 
and tetrahydrofuran (10 ml) was dropwise added a 40% solution 
(950 mg) of diethyl asodicarboxylate in toluene at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
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(MgSOfl) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- E2-etho5ty~4- {4-{3-- [4- 
( tr if luorome thy 1) phenyl] ~5-isoxazolyl}butoxy) phenyl] propionic 
acid (260 mg, yield 27%) . The crystals were recrystallized 

s from ethyl acetate-hexane. melting point: 105-106°C. 

^H-NMR (CDCl3)5: 1.41 (3H, t, J=7 . 0 Hz), 1.78-2.08 (4H, m) , 
2.54-2.72 (2H, m) , 2.82-2.97 {4H, m) , 3.92-4.08 (4H, m) , 6.32- 
6.44 (3H, m) , 6.98-7.10 (IH, m) , 7.66-7.76 {2H, m) , 7.85-7.95 
(2H, m) . 

^0 Eacanple 22 

To a mixture of 3-{3-isopropyl-l- [5~ (trif luoromethyl) -2- 
pyridyl3-lH-pyrazol-4-yl)-l-propanol (410 mg) , methyl 3- 
hydroxyphenylacetate (230 mg) , triphenylphosphine (370 mg) and 
tetrahydrofuran (10 ml) was dropwise added a 40% solution (630 
^5 rag) of diethyl azodicarboxylate in toluene at room temperature 
and the mixture was stirred overnight. The reaction solution 
was concentrated. The residue was subjected to silica gel 
column chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
^0 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
25 washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3~ (3-{3-isopropyl-l- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yljpropoxy) phenyl] acetic acid (330 mg, yield 56%). The 
•3" cirystals were recrystallized from ethyl acetate-hexane. 
melting point: 82-83°C. 

^H-NMR (CDCl3)5: 1.47 {6H, d, J=7 . 0 Hz), 2.02-2.21 (2H, m) , 
2.69 (2H, t, J=7.4 Hz), 2.94-3.12 (IH, m) , 3.64 (2H, s) , 4.05 
(2H, t, J=6.0 Hz), 6.80-6.92 {3H, m) , 7.19-7.30 (IH, m) , 7.95 
35 (iH, dd, J=1.8, 8.4 Hz), 8.05 (IH, d, J=8,4 Hz), 8.29 (IH, s) , 
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8.57-8.64 (IE, m) . 
Exan^Xe 23 

To a mixture of 3-{3-isopropyl-l- [5- (trif liiorome-tbyl) ""2"- 
pyridyl]-lH-pyrazol-4-yl}-l~propanol {380 mg) , methyl 3-{3- 
^ hydroxyphenyl) propionate (220 mg) , tribiatylphosphine (260 mg) 
and tetrahydrofuran {10 ml) was added 1,1'-- 

azodicarbonyldipiperidine (350 mg) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio), 
A mixture of the obtained- oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3- (3-{3-isopropyl-l"" [5- 
20 (trif luoromethyl) -2-pyridyll -^lH'~pyra2ol-4-' 

yllpropoxy) phenyl] propionic acid (380 mg, yield 68%) • The 
crystals were recrystallised from ethyl acetate-hexane . 
melting point: 102""103°C. 

^R-mm (CDCl3)S: 1.32 C6H, d, J-7 . 0 Hz), 2,00-2.20 {2H, m) , 
2.62-2.76 (4H, m) , 2.87-3.13 {3H, m) , 4,05 {2H, t, J-6,2 Hz), 
6.73-6.86 (3H, m) , 7.15-7,26 (IH, m) , 7.91-8.08 (2H, m) , 8.27 
(IH, s) , 8,57-8.63 (IH, m) , 
Exaonple 24 

To a mixture of 3- {S-isopropyl""!" [5- (trif luoromethyl) -2- 
■^0 pyridyl]-lH-pyrazol-4-yl}-l-propanol (520 mg) , ethyl 3-(3" 
hydroxy-l-phenyl-lH-pyrazol-S-yl) propionate (440 mg) , 
tributylphosphine (510 mg) and tetrahydrofuran (10 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (650 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
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■to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 

5 (5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was .extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 

^0 collected by filtration to give 3- [3- (3- {3-isopropyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4""yl}propoxy) -1- 
phenyl-lH-pyrazol-5-yl] propionic acid (420 mg, yield 48%) • The 
czrystals were recrystallized from ethyl acetate-hexane . 
melting point: 139-140^C. 

^H-NMR (CDCl3)5: 1.32 (6H, d, J^7 . 0 Hz), 2.00-2.20 (2H, m) , 
2.56-2.76 {4E, m) , 2.88-3.12 (3H, m) , 4.27 {2H, t, J=6 . 0 Hz), 
5*72 (IH, s>, 7,30-7-50 {5H, m) , 7.95 (IH, dd, J-2 , 6 , 9.0 Hz), 
8.04 (IE, d, Hz), 8.27 (IH, s) , 8.54-8,61 (IH, m) . 

Kxainple 25 

20 xo a mixture of 3- { S-isopropyl-l- [S--- (trif luoromethyl) -2- 

pyridyl]-lH-pyrazol-4-yl}-l""propanol (550 mg) , ethyl 3~(3- 
hydroxy-l-methyl"lH-pyrazol""5"yl) propionate (360 mg) , 
tributylphosphine (530 mg) and tetrahydrofuran (10 ml) was 
added l,l''-azodicarbonyldipiperidine (670 mg) at room 

^•5 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) , A mixture of the obtained oily substance, 

^0 IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
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collected by filtrat-ion to give 3-I3"(3-{3-isopropyl-l-I5- 
(trif luoromethyl) -2-pyridyll -lH-pyrazol-4-yl}propoxy) -1- 
methyl-aH-pyrazol-5--yl] propionic acid (630 mg, yield 77%) . The 
crystals were recrystallis^ed from ethyl acetate-hexane . 
5 melting point: 131-132^0, 

^E-NMR (CDCl3)5:l*31 (6H, d, J-7 , 0 Hz), 1.98-2.16 (2H, m) , 
2.58-3.12 (7H, m) , 3.66 {3H, s) , 4.16 (2H, t, J-5>2 Hz), 5.49 
(IB s) , 7.94 (IH, dd, J-1.8, 8,6 Hz), 8-04 (IH, d, J-8 . 6 Hz), 
B.26 {IH, s) , 8.56-8.62 (IH, m) • 
10 Example 26 

To a mixture of 3- {S'-isopropyl-l- [5™ (trif li3oromethyl) -2-- 
pyridyl]"lH-pyra%ol-4-ylmethoxy}-l-metliyl-lH-pyra2;ole-5-- 
. carbaldehyde (1.10 g) , ethyl diethylphosphonoacetate (690 mg) 
and N,N-dimethylformamide (15 ml) , was added sodium hydride 
^5 (60%, in oil, 120 mg) at 0°C, and the mixture was stirred 

overnight at room temperature. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with dilute hydrochloric acid and 
then with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated- The residue was subjected to silica 
gel column chromatography, and ethyl (E) -3-- (3-{3-isopropyl-l- 
[5- (trif luoromethyl) -2-pyridyl] --lH-pyrazol™'4""ylmethoxy }-l-» 
methyl-lH-pyrazol"*5"yl)propenoate (1,03 g, yield 79%) was 
obtained as colorless crystals from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 105- 
106*=^C. 

=^H-NMR {CDCl3)8: 1-33 (3H, t, J-7.0 Hz), 1.36 (6H, d, J«7 . 0 
Hz), 3.07-3.24 (IH, m) , 3.83 (3H, s) , 4,27 (2H, g, J=7.0 Hz), 
50 5.14 (2H, s), 5.95 (IH, s) , 6.28 (IH, d, J-15.6 Hz), 7.48 (IH, 
d, J-15.6 Hz), 7.97 (IH, dd, J-2.2, 8.4 Hz), 8.07 (IH, d, 
J-8.4 Hz), 8.56 (IH, s) , 8.60-8.66 (IH, m) . 
Esiainple 27 

A mixture of ethyl (E) -3- (3-{3"-isopropyl-l-" [5- 
55 (trif luoromethyl) -2-pyridyl3 -lH-pyrazol-4-ylmethoxy }-l-methyl- 
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lH-pyrazol-5-Yl)propenoate (900 mg) , 5% pa lladi-um- carbon (260 
mg) and tet-rahydrofuran (20 ml) was stirred at room 
temperature for 1 hour under a hydrogen atmosphere. Palladium- 
carbon was removed by filtration and the filtrate was 
5 concentrated- A mixture of the obtained crystal, IN aqueous 
sodium hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and 
methanol (5 ml) was stirred at room temperature for 3 hours, 
IN Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- {3-{3-isopropyl"l" ES- 
Ctrif luoromethyl) -2-pyridyl] -lH-pyrazol-4-ylmethoxy } -l-methyl- 

lH-pyrazol-5-yl) propionic acid (780 mg, yield 92%). The 
^5 crystals were recrystallized from ethyl acetate-hexane* 
melting point: 141-142^0. 

^H-NMR (CDCl3)6: 1^36 (6H, d, j-7 . 0 Hz), 2.62-2.94 (4H, m) , 
3.06-3.24 (IE, m) , 3.69 (3H, s) , 5.10 (2H, s) , 5.51 (IH, s) , 
7.98 (IH, dd, J-2.2, 9.2 Hz), 8.07 (IH, d, J-9 . 2 Hz), 8.53 
20 (iH, s), 8.58-8.67 (IH, m) . 
Exan^le 28 

To a mixture of 3"{3-isopropyl-l~ [5- (trif luoromethyl) -2- 
pyridyl]-lH--pyrazol-4"-yl}-l-propanol (1.20 g) , methyl 2-<3"" 
hydroxyphenoxy)-2"'methylpropionate (830 mg) , tributylphosphine 

25 (1.60 g) and tetrahydrofuran (20 ml) was added 1,1'- 

azodicarbonyldipiperidine (2.01 g) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

■50 fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
(5 mi) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated, aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2- [3- {3-{3-isopropyl*-l- LS- 
Ctrif luoromethyl) -2-pyridyl3 "lH™pyrazol-4-yl}propoxy) phenoxy ] - 
^ 2-methylpropionic acid (1.32 g, yield 70%) . The crystals were 
recrystallized from ethyl acetate-hexane * melting point: 101- 
102«'C. 

^H-1S!MR (CDCl3)5: 1-32 (6H, d, J-7 . 0 Hz), 1.63 (6H, s) , 2.00- 
2.18 {2H, m) , 2,59 (2H, t, J=7 . 2 Hz), 2,94-3.12 (IH, m) , 4.00 
(2H, t, H^) , 6.50-6,70 (3H, m) , 7,11-7,24 (IH, m) , 7.96 

(IH, dd, J-2.2, 8.8 Hz), 8.06 (IH, d, J-8.8 Hz), 8.26 {IE, s) , 
8. 54-8. 63 (IH, m) . 
EKaiE^le 29 

To a mixture of 3-{3"ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl] -lH-pyra%ol-4-'yl}"l-propanol (550 mg) , methyl 2- (3- 
hydroxyphenoxy) -2--methylpropionate (380 mg) , tributylphosphine 
(730 mg) and tetrahydrofuran (10 ml) was added 1,1'- 
azodicarbonyldipiperidine (910 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated* The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
■ fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2- [3-- {3-{3"-ethoxy-l- [5» 
(trif luoromethyl) -2-pyridyl]-"lH-pyrazol-4"yl}propoxy) phenoxy] - 
2-methylpropionic acid (530 mg, yield 62%) . The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 120- 
121°C. 

^H-NMR (CDCl3)5: 1.41 (3H, t^ J'-7 . 0 Hz), 1.62 (6H, s) , 1.96- 
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2.18 (2H, m) , 2.62 (2H, t, Hz), 3-97 (2H, t, J-6*2 Hz), 

4.35 {2H, q, J^7.0 Hz), 6.48-6.68 (3H, m) , 7,08-7.23 {IH, m) , 
7.84 UH, d, J==8.B Hk) , 7.93 (IH, dd, J-2.6, 8.8 Hz), 8.16 
{IH, B) , 8.51^8.56 (IH, m) . 
^ Escainple 30 

To a mixture of 3-{3-e1:hoxy-l- [5- (trif luoromethyl) "2- 
pyridyl3-lH"pyra2ol-4"yl}-l-propanol (650 mg) , methyl 3- 
hydroxyphenylacetate (3 80 mg) , tributylphosphine (930 mg) and 
tetrahydrofuran (10 ml) was added 1,1'- 

azodicarbonyldipiperidine (1.16 g) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) • 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04> and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-- (S-O-ethoxy-l-ES^- 
ttrif luoromethyl) "-2-pyridyl] -lH-pYrazol-4- 
Yl}propoxy) phenyl] acetic acid (490 mg, yield 53%) . The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 134-135'='C. 

^H-^EMR (CDCl3)8: 1^41 (3H, t, J-=7.2 Hz), 2,02-2.14 (2H, m) , 
2,60 (2H, t, J-7.2 Hz), 3.62 (2H, s) , 4.01 (2H, t, J-6.3 Hz), 
4.34 (2H, q, J-7,2 Hz), 6.78-6.88 {3H, m) , 7.18-7.28 (IH, m) , 
^0 7.80 <1H, d, J-8,7 Hz), 7.90 (IH, dd, J=-2.4, 8.7 Hz), 8.17 
(IH, s) , 8.52-8,57 {IH, m) . 
ExBnqple 31 

To a mixture of 3-{3-ethoxy-l-I5- (trifluoromethyl) -2- 
pyridyl)-lH-pyrazol-4--Yl}-l"-propanol {620 mg) , methyl 2- 
hydroxyphenylacetate (340 mg) , tributylphosphine (800 mg) and 
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tetrahydroftiran (10 ml) was added 1,1'- 

azodicarbonyldipiperidine (1.00 g) at room -temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel col-umn 

^ chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid {5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3- { 3~ethoxy-l- [5- 

^5 (trif luoromethyl) --a-pyridyl] ^lH~pyrazol""4-- 

yllpropoxy) phenyl] acetic acid (310 mg, yield 35%) , The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 83-84^C. 

^H"NMR (CDCl3)6: 1.40 (3H, t, J-7 . 0 Hz), 2.00-2.18 (2H, m) , 
20 2.61 (2H, t, J=7.0 Hz), 3.68 (2H, s) , 4.02 (2H, t, J-6 . 2 Hz), 
4,34 (2H, q, J^l.O Hz), 6.80-6.96 {2H, m) , 7.14^7.28 (2H, m) , 
7.80 (IH, d, J-8.8 Hz), 7.90 (IH, dd, J-2 . 2 , 8,8 Hz), 8.20 
(IH, s) , 8.49-8.56 (IH, ra) . 
ExBBiple 32 

25 To a mixture of { 3-me thy l-l- [5- (trif luoromethyl) -"2- 

pyridyl]-lH-pyrazol-4-yl}methanol (500 mg) , methyl 2-- (3- 
hydroxyphenoxy)"2-methylpropionate {430 mg) , 
triphenylphosphine (570 mg) and tetrahydrofuran (10 ml) was 
dropwise added a 40% solution (980 mg) of diethyl 
azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 

^5 A mixture of the obtained oily substance, IN aqueous sodium 
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hydroxide solution (5 ml) , -betrahydrofuran {5 ml) and ethanol 
{5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid {5 ml) vjas added and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 
^ washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2~methyl~"2- {3-{3-methyl-l- [5- 
(trif luoromethyl) -2-pyridyl] --lH-pyrazol-4- 

ylmethoxy}phenoxy) propionic acid (600 mg, yield 71%), The 
^0 crystals were recrystallized from ethyl acetate-hexane . 
melting point: 152-153^0, 

^H-IMR (CDCl3)5: 1*64 (6H, s) , 2.38 {3H, s) , 4.99 {2H, s) , 
6,52-^6.68 (3H, m) , 7,15 (IH, t, J-8.1 Hz), 7.98-8.08 (2H, m) , 
8.58--8.68 (2H, ra) . 
Exaniple 33 

To a mixture of 3-{3-ethoxy--l-[5- (trif luoromethyl) -2- 
pyridyl]-lH-pyra%ol'-4-yl}-l-propanol (550 mg) , methyl 3-(3- 
hydroxyphenyl) propionate (330 mg) , tributylphosphine (700 mg) 
and tetrahydrofuran (10 ml) was added 1,1'- 
20 azodicarbonyldipiperidine (880 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-^hexane (1:4, voliame ratio) • 
A mixture of the obtained oily substance, llSf aqueous sodium 
hydroxide solution (5 ml) ^ tetrahydrofuran {5 ml) and methanol 

(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 mi) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution dried 

(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3-- (S^O-ethoxy-l- [5- 

(trif luoromethyl) -Z-pyridyl] -lH-pyrasol-4- 

yllpropoxy) phenyl] propionic acid (590 mg, yield 73%) . The 
crystals were recrystallized from isopropyl ether-hexane . 
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melting point: 88-89"=*C. 

^H"-]j;[MR (CDCl3)5: 1*41 (3H, t, J-7 . 0 Hz), 2.00-2.18 (2H, m) , 
2.54-2.76 (4H, m) , 2.88-3.02 (2H, m) , 4.00 (2H, t, J-6 . 2 Hz), 
4.35 (2H, q, ^-7.0 Hz), 6.71-6.88 (3H, m) , 7.14-7.24 (IH, m) , 
^ 7.77-7,96 (2H, m) , 8.17 (IH, s) , 8.52-8.60 (IH, m) . 
E3s:ainple 34 

To a mixture of {3-methyl-l- [5- (trif luoromethyl) -2- 
pyridyll-lH-pyrazol-4-yl}metlianol (520 rug), methyl 2- (4- 
hydroxyphenoxy) -2-methylpropionate (430 mg) , 
triphenylphosphine (580 mg) and tetrahydrofuran (10 ml) was 
dropwise added a 40% sol-ation (9 80 -rag) of diethyl 
azodicarfooxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 
<5 ml) was stirred at room temperature for 5 hours* IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2-methyl-2'" (4-{3-methyl-l" [5- 
25 (trif luoromethyl) -2-pyridylI "-lH-pyras;ol-"4- 

ylmethoxy}phenoxy) propionic acid (330 mg^ yield 38%). The 
crystals were recrystallized from isopropyl ether-hexane . 
melting point: 106"107°C, 

=^H-NMR (CDCl3)5: 1*55 (6H, s) , 2.39 {3H, s) , 4.94 (2H, s) , 
50 6,85-"6-99 (4H, m) , 7.95-8.07 {2H, m) , 8,55 (IH, s) , 8.61-8.66 
(IH, m) . 
Exanqple 35 

To a mixture of 3- {3-ethoxy-l" [5- (trif luoromethyl) -2- 
pyridyl]"-lH"-pyra2:ol-4-yl}"-'l-"propanol (500 mg) , ethyl 3-{2" 
5^ ethoxy-4-hydroxyphenyl) propionate (460 mg) , tributylphosphine 
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(650 mg) and tetrahydrofuran {10 ml) was added 1,1'- 
azodicarbonyldipiperidine (820 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

5 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

^0 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO,) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3-[2~ethoxy-4- {3-{3-ethoxy-l- 
15- (trif luoromethyl) -2-pyridyl3 -lH-pyrazol-4- 
yl}propoxy) phenyl] propionic acid (540 mg, yield 67%) . The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 96-97°C. 

^H-NMR {CDCl3)8: 1.37-1.48 (6H, m) , 2.02-2.16 (2H, m) , 2.56- 
20 2.69 (4H, m) , 2,83-2.94 (2H, m) , 3.93-4.05 (4H, m) , 4.34 (2H, 
q, J«7.2 Hz), 6.34-6.47 (2H, m) , 7.02 (IH, d, J=8.4 Hz), 7.76- 
7.94 (2H, m) , 8.17 {IH, s) , 8.50-8.58 (IH, m) . 
BxaBjpXfe 36 

To a mixture of l-methyl-3-{ 3-methyl-l- [5- 
25 (trif luoromethyl) -2-pYridyll -lH-pyrazol-4-ylmethoxy J-lH- 
pyrazole-S-carbaldehyde (2.00 g) , ethyl 

diethylphosphonoacetate (1.35 g) and N,N-diraethylformamide (30 
ml) was added sodium hydride (60%, in oil, 240 mg) at 0«C and 
the mixture was stirred overnight at room temperature. The 

30 reaction mixture was poured into water, and extracted with 

ethyl acetate. The ethyl acetate layer was washed with dilute 
hydrochloric acid and then with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chrcsnatography , and ethyl 

35 _3- (i-methyl-S- {3-methyl-l- [5- (trif luoromethyl) -2-pyridyl] - 
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lH-pyra2ol-4~ylmethoxy }-lH-pyrazol-5-yl) propenoate (2 * 14 gr 
yield 80%) was obt-ained as colorless crystals from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). The 
crystals were recrystallised from ethyl acetate-hexane . 
^ melting point: 173""174»C. 

^H-KMR (CDCl3)5: 1-33 (3H, t, Hz), 2.40 (3H, ..s) , 3.83 

{3H, s> , 4.26 {2H, q, J-7 . 2 Hz), 5.11 {2H, s) , 5.94 (IH, s) , 
6.27 (IH, d, J=15.9 Hz), 7.47 (IH, d, J=15.9 Bz) , 7.94-^8,04 

{2H, m) , 8.57 {IH, s) , 8,60-8.65 {IH, m) . 
Example 37 

A mixture of ethyl (E) -3- {l-methyl-3-{ 3-methyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol'--4-ylmethoxy l-lH- 
pyrazol-S-yl) propenoate (600 mg) , IN agueo-us sodium hydroxide 
solution (5 ml) , tetrahydrofuran (5 ml) and methanol {5 ml) 
was stirred at 60^C for 2 hours. IN Hydrochloric acid (10 ml) 
was added and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgSO^) and concentrated. The 
obtained colorless crystals were collected by filtration to 
2^ give (E) -3- (l--methyl-3-{3'-'methyl--l- [5-- (trif luoromethyl) -2- 
pyr idyll -lH-pyrazol-4-ylmethoxy }-lH-pyra2;ol-5--yl) propenoic 
acid (520 mg, yield 93%) . The crystals were recrystallized 
from acetone-^hexane , melting point: 208-209°C. 

^H-NMR (CDCl3)5: 2.41 (3H, s) , 3.85 (3H, s) , 5.13 (2H, s) , 6.00 
(IH, s) , 6.28 (IH, d, J-15.8 Hz), 7.57 (IH, d, J-15.8 Hs) , 
7.93-8.07 {2H, m) , 8.58 (IH, s) , 8.60-8.66 (IH, m) . 
Exainple 38 

A mixture of ethyl (E) -3- (l'-methyl-3'-{3-'methyl-l- [S^- 
Ctrif luoromethyl) "-2--pyridyll-lH-~pyrazol"-4-ylmethoxy}"-lH- 
pyra2:ol'-S"-yl)propenoate (1.25 g) , 5% palladium-carbon (600 mg) 
and tetrahydrofuran (30 ml) was stirred at room temperature 
for 1 hour under a hydrogen atmosphere. Palladium-carbon was 
removed by filtration and the filtrate was concentrated. A 
mixture of the obtained crystals, IN aqueous sodium hydroxide 
solution (5 ml) , tetrahydrofuran (5 ml) and methanol (5 ml) 
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was stirred at room temperature for 3 hours. IN Hydrochloric 
acid (5 ml) was added and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried {MgS04) and 

•5 concentrated. The obtained colorless crystals were collected 
by filtration to give 3- (l-methyl-3-{3-methyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-ylmethoxy}-lH-- 
pyrazol-5-yl) propionic acid (1.13 g, yield 96%). The crystals 
were recrystallized from acetone-hexane . melting point: 154- 

JtO 155°C. 

^H-NMR (CDCl3)5: 2.39 (3H, s) , 2.54-2.77 (2H, m) , 2.81-2.94 
(2H, m) , 3.68 {3H, s) , 5.07 {2H, s) , 5.51 (IH, s) , 7.94-8-07 
(2H, m) , 8.54 (IH, s) , 8.60-8.65 (IH, m) . 

Example 39 

IS To a mixture of { 3-isopropy 1-1- [5- (tr if luoromethyl) -2- 

pyridyll-lH-pyrazol-4~yl}methanol (1.50 g) , methyl 3-hydroxy- 
l-methyl-lH-pyrazole-5-carboxylate {830 mg) , 
triphenylphosphine (1.40 g) and tetrahydrofuran (30 ml) was 
dropwise added a 40% solution (2.35 g) of diethyl 
^0 azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl 3-{3~isopropyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyra2ol~4-ylmethoxy} -l~methyl- 
25 iH-pyrazole-5-carboxylate (2.00 g, yield 90%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
hexane (1:4, volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 114-1150C. 
^H-NMR {CDCl3)6: 1-36 (6H, d, J=6.9 Hz), 3.10-3.24 (IH, m) , 
30 3.87 {3H, s), 4.06 (3H, s) , 5.15 (2H, s) , 6.21 (IH, s) , 7.94- 
8.10 {2H, m) , 8.57 (IH, s) , 8.61-8.66 (IH, m) . 
Exanple 40 

To a mixture of { 3-methy 1-1- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}methanol (3.95 g) , methyl 3-hydroxy- 
3S x-methyl-lH-pyrazole-5-carboxylate (2 .39 g) , 
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triphenylphosphine (4.50 g) and tetrahydrofuran (50 ml) was 
dropwise added a 40% solution (7.60 g) of diethyl 
azodicarboxylate in toluene at room t^perature and the 
mixture was stirred overnight. The reaction solution was 
5 concentrated. The residue was subjected to silica gel column 
chromatography, and methyl l-methyl-3"-{3-methyl-l- IS- 
Ctrif luoromethyl) -a-pyridyl] -lH-pyrazol-4-ylmethoxy^-lH- 
pyrazole-5-carboxylate (4.90 g, yield 81%) was obtained as 
colorless crystals from a fraction eluted. with ethyl acetate- 
^0 hexane (1:4, volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 130-131°C. 
^H-MMR (CDCl3)8: 2.40 (3H, s) , 3.86 (3H, s) , 4.05 (3H, s) , 5.12 
(2H, S), 6.20 {IH, s) , 7.94-8.06 {2H, m) , 8.57 (IH, s) , 8.59- 
8.67 (IH, ra) , 
^5 Escanqple 41 

To a mixture of 3-{ 3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyll-lH-pyrazol-4-yl}-l-propanol (0.40 g) , methyl 2-(3- 
hydroxyphenoxy)-2-methylpropionate (280 rag), tributylphosphine 
(500 mg) and tetrahydrofuran (10 ml) was added 1,1'- 
20 azodicarbonyldipiperidine (630 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio), 
■25 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
■30 washed with saturated aqueous sodium chloride solution, dried 
(MgSO,) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2-methyl-2- [3- (3~{3-propyl-l- 
[5- (trif luoromethyl) -2-pyridyl3 -lH-pyrazol-4- 
yl)propoxy)phenoxy] propionic acid (300 mg, yield 48%). The 
crystals were recrystallized from ethyl acetate-hexane. 
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melting point: gg-lOCC. 

^H-NMR (CDCl3)5: LOO (3H, t, J-=7 . 0 Hz), 1.61 (6H, s) , 1.60- 
1.83 (2Hm), 1.98-2.10 (2H, m) , 2.55-2.76 <4H, m) , 3-98 (2H, 
t, J=6.2 Hz), 6.50-6.70 (3H, m) , 7.11-7.24 (IH, m) , 7. 90-8. 08 
5 (2H, m) , 8.27 (IH, s) , 8.55-8.64 (IH, m) . 
Exaoiple 42 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyrid.yl]-lH~pyrazol~4-yl}~l-propanol (500 mg) , ethyl 3-(3- 
hydroxy-l-phenyl-lH-pyrazol-5-yl) propionate (440 ing) , 
tributylphosphine (650 mg) and tetrahydrofuran (10 ml) was 
added 1 , 1 ' -azodicarbony Idipiperidine (810 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution, was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
25 obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
20 was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3- {3- t 3-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl3 -lH-pyrazol-4~yl }propoxy) -1- 
2S phenyl-lH~pyrazol-5-yl] propionic acid (460 mg, yield 55%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point; 121-122"C. 

*H-NMR (CDCl3)5: 1.42 (3H, t, J=7 . 0 Hz), 1.96-2.18 (2H, m) , 
2.52-2.71 (4H, m) , 2.88-3.00 (2H, m) , 4.17-4.28 (2H, m) , 4.35 
30 {2H, q, J-7.0 Hz), 5.71 {IH, s) , 7.27-7.50 (5H, m) , 7.76-7.95 
(2H, m) , 8.17 (IH, s) , 8.50-8.56 (IH, m) . 
Exaxople 43 

To a mixture of 3- {3-propy 1-1- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (540 mg) , ethyl 3-(3- 
•35 hydroxy-l-phenyl-lH-pyrazol-S-yl) propionate (450 mg) , 
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tributylphosph.ine {700 mg) and tietrahydrofuran (20 ml) was 
added 1 , 1 '^-azodicarbonyldipiperidine (860 mg) at room 
temperature and the mixture was stirred overnight • The 
reaction solution was concentrated. The residue was subjected 
^ to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) , A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours. IK Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l-phenyl-S- {3--{3~propyl-l- 
^^ [5-- (trif luoromethyl) -2-pyridyl] -lH^pyrazol"4-"yl}propoxy) -IH- 
pyrazol-5-yl] propionic acid {630 mg, yield 69%) . The crystals 
were recrystallized from ethyl acetate-hexane * melting point: 
149-150^C. 

^H^NMR {CDCl3)8: 1.00 {3H, t, Hz), 1.62--1.85 {2H, m) , 

20 i.98"2^18 (2H, m) , 2*5S-2.71 (6H, m), 2.88^3.02 {2H, m) , 4.18"- 
4.30 (2H, m), 5.71 (IH, s) , 7.27-7,51 (5H, m) , 7. 89-8-06 {2H, 
m) , 8.29 (IH, s) ^ 8.55--8.62 (IH, m) , 
Examgple 44 

To a mixture of 3- {3-propyl-l-[ 5- (trif luoromethyl) -2-- 
25 pyridyll-lH""pyrazol"4"-yl}"l"propanol (550 mg) ^ methyl 3- 

hydroxyphenylacetate (300 mg) , tributylphosphine (740 mg) and 
tetrahydrofuran (20 ml) was added lrl'~ 

azodicarbonyldipiperidine (890 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
•50 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) , 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
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Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 

5 collected by filtration to give [3- {3-{3~propyl-l- [5- 
(trifluoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl }propoxy) phenyl] acetic acid (630 rag, yield 80%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 106"107°C. 

20 ^H-NMR (CDCl3)5: 1.00 (3H, t, J=7 . 0 Hz), 1.62-1.82 (2H m) , 

2.00-2.18 <2H, m) , 2.55-2.74 {4H, m) , 3.52 (2H, s) , 4.03 (2H, 
t, J=6.2 Hz), 6.70-6.92 (3H, m) , 7.17-7.32 (IH, m) , 7.90-8.05 
(2H, m) , 8.30 {IH, s) , 8.58-8,64 {IH, m) . 
Exanple 45 

To a mixture of 3-{3-propyl-l-[5~ (trif luororaethyl) -2~ 
pyridyll-lH-pyrazol-4-yl}-l-propanol (500 mg) , ethyl 3-(3- 
hydroxy-l-methyl-lH-pyrazol-5~yl) propionate (320 mg) , 
tributylphosphine (650 mg) and tetrahydrofuran (20 ml) was 
added 1,1 '-azodicarbonyldipiperidine (800 mg) at room 
^0 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol (5 mi) was stirred at room temperature for 
5 hours. IN Hydrochloric acid {5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

30 (MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3~ Il-methyl-3- (3-{3-propyl-l- 
[5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl)propoxy) ~1H- 
pyrazol-5-yll propionic acid (550 mg, yield 74%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 

55 80-81°C. 
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^H"NMR (CDCl3)5: 1-00 (3H, t, J=7 . 4 Hz), 1.60-1,64 (2H, m) , 
1.95-2.14 (2H, m) , 2.54-2.93 (8H, m) , 3.66 (3H, s) , 4.08-4.20 
{2H, m) , 5.48 (IH, s) , 7.90-8.06 (2H, m) , 8.28 {IH, s) , 8.57- 
8.64 (IH, m) . 
5 Example 46 

To a mixture of 3-{3-propyl-l~ [5- (trifluoromethyl)-2- 
pyridyl] -lH-pyrazol-4-yl}-l-propanol {550 mg) , methyl 4- 
hydroxyphenylacetate {300 mg) , tributylphospbine (750 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 
^0 azodicarbonyldipiperidlne (890 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 mi) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room t^aperature for 5 hours. IN 
Hydrochloric acid {5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
^0 washed with saturated aqueous sodium chloride solution, dried 
(MgSOa) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4- (3-{3-propyl-l-t5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yDpropoxy) phenyl] acetic acid (590 mg, yield 75%). The 
25 crystals were recrystallized from ethyl acetate-hexane. 
melting point: 101-102°C. 

^H-NMR (CDCl3)5: 1.00 {3H, t, J=7.4 Hz), 1,62-1.84 (2H m) , 
2.01-2.19 (2H, m), 2.55-2.73 (4H, m) , 3.60 (2H, s) , 3.96-4.06 
(2H, m>, 6.82-6.92 {2H, ra) , 7,14-7.24 (2H, m) , 7.90-8,06 (2H, 
30 m) , 8.30 (IH, s) , 8,57-8.64 (IH, m) . 
jSxanqple 47 

To a mixture of 3~{3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl3-lH-pyrazol-4-yl}-l-propsmiol (550 mg) , methyl 2- 
hydroxyphenylacetate (300 mg) , tributylphosphine (750 mg) and 
33 tetrahydrofuran (30 ml) was added 1,1'- 
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azodicarbonyldipiperidine (900 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel coluitjn 
chromatography r and a colorless oil was obtained from a 

^ fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution {5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours* IN 
Hydrochloric acid (5 ml) was added and the mixture was 

^0 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2-{3-{3-'propyl-l-~' tS- 
Ctrif luoromethyl) "-2-pyridyl] -lH-pyra2ol-4'- 
yllpropoxy) phenyl] acetic acid (620 mg, yield 79%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 100-101°C. 
Example 48 

To a mixture of S-O-ethoxy-l- t5- (trif luoromethyl) -2- 
^0 pyridinyl]-lH-pyrazol-4^yl}"l-propanol (500 mg) , ethyl 3-(3- 
hydroxy-l-methyl--lH-pyra%ol-5-yl)propanoate (346 mg) , 
tributylphosphine {790 jiD and tetrahydrofuran (53 ml) was 
added 1,^1 '-azodicarbonyldipiperidine (800 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:2, volume ratio) . A mixture of the obtained oily substance, 
lisr aqueous sodium hydroxide solution {25 ml) , tetrahydrofuran 
(50 ml) and ethanol (25 ml) was stirred at room temperature 
for 3 hours. IN Hydrochloric acid {25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried {MgS04) and concentrated* The obtained 
colorless crystals were recrystallized from ethyl acetate- 
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hexane to give 3- [3- (3~{3-e1:Jioxy~l--" [5-- (trif luoromethyl) -2- 
pyridinyl] -IH-"pyrazol"-4-yl}propoxy) -l""me1ih.yl-~lH---pyrazol"-5-" 
yljpropanoic acid {370 mg^ yield 50%) . melting point: 137- 
138'='C. 
^ Example 49 

To a mixture of 4-{3-isopropyl"-l- [5- (trifluoromethyl) "2- 
pyridinyl]"lH-pyrazol-4-yl}-a-b'atanol (500 mg) , ethyl 3- {3- 
hydroxy-"l-phenyl-lH-pyrazol-5~yl)propanoate (437 mg) , 
tributylpliosphine (761 fxL) and tetrahydrofiiran (50 ml) was 
^ added 1 , 1 '"asodicarbonyldipiperidine (771 mg) at room 
temperature and the mixture was stirred overnight « The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate -hexane 
(1:5^ volume ratio). A mixture of the obtained oily substance^ 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(50 ml) and ethanol (25 ml) was stirred at room temperature 
for 2 hours. IN Hydrochloric acid {25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried {MgSO<i) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give 3- [3-™ (4- {3-isopropyl-l- [5- (trif Inoromethyl) -2- 
pyridinyl] -lH'-pyrazol~4"yl }butoxy) •^l-phenyl-lH-pyrazol-S- 
yl] propanoic acid (594 mg, yield 72%) melting point: 137- 
138^C. 
EKannple 50 

To a mixture of 4""{3™*isopropyl-l- [5- (trif luoromethyl) "2*- 
pyridinyl]-lH-pyrazol~4-yl}-l-butanol (500 mg) , ethyl 3~(3- 
hydroxy-l-methyl-lH-pyra2ol-5~yl)propanoate (333 mg) r 
tributylphosphine (761 pji) and tetrahydrofuran (50 ml) was 
added l,.l*'-azodicarbonyldipiperidine (771 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chroinatography, and a colorless oil was 
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obtained from a fraction e luted with ethyl acetate-hexane 
(1:5, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(50 ml) and ethanol (25 ml) was stirred at room temperature 

■5 for 2 hours. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 

^0 hexane to give 3- [3- (4-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl] ~lH-pyrazol-4-yl }butoxy) -l-methyl-lH-pyrazol-5- 
yl] propanoic acid (366 mg, yield 50%) . melting point: 113- 
114°C. 
Example 51 

15 >jo a mixture of 4- {3-isopropy 1-1- 15- (trif luoromethyl) -2- 

pyridinyl]-lH-pyrazol-4-yl}~l-butanol (500 mg) , methyl 3- 
hydroxyphenylacetate (279 mg) , tributylphosphine (761 pj.) and 
tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (771 mg) at room temperature and the 
20 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:20, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
2S sodixara hydroxide solution (25 ml) , tetrahydrofuran (50 ml) and 
ethanol (25 ml) was stirred at room t^perature for 6 hours. 
IN Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
5° (MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from diisopropyl ether-hexane , ■[3-{4-{3- 
isopropyl-1- [ 5- (trif luoromethyl) -2-pyridinyl] -lH--pyra2ol~4- 
yl}butoxy) phenyl] acetic acid (165 mg, yield 23%). melting 
point: 114-115<'C. 
Eacample 52 
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To a mixture of 4'-{3-isopropyl"-l- [5- (trif luoromethyl) -2- 
pyridirxyll-lH-pyrasol-"4'-yl}-l'-butanol (500 mg) , methyl 2- 
hydroxyphenylacetate (279 mg) , tributylphosphine (761 |iL) and 
tetrahydrofuran {80 ml) was added 1,1 

5 azodicarbonyldipiperidine {771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-^hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (50 ml) and 
ethanol (25 ml) was stirred at room temperature for 2 hours, 
m Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

^5 washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [2-(4-{3*~ 
isopropyl-1- [5- (trif luoromethyl) "-'2-pyridinyl] -lH-pyrazol-4- 
yl}butoxy) phenyl] acetic acid (376 mg, yield 53%). melting 

^0 point: 125-126^C, 
Exairple 53 

To a mixture of 4- {3-isopropy 1-1- [5- {trif luoromethyl) -2- 
pyridinyll-lH-"pyrazol-4'-^yl}-l-butanol (500 mg) , methyl 4- 
hydroxyphenylacetate (279 mg) , tributylphosphine (761 yCh) and 

25 tetrahydrofuran (76 ml) was added 1,1'- 

azodicarbonyldipiperidine {771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:9^ volume ratio)* 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution {50 ml) r tetrahydrofuran (50 ml) and 
ethanol (25 ml) was stirred at room temperature for 4 hours. 
IN Hydrochloric acid (50 ml) was added and the mixture was 

^5 extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous soditmi chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [4-(4-{3- 
isopropyl-1" [5- (trif luoromethyl) -2-pyridinyl] ~lH-'pyrazol-4'- 
5 yDbutoxy) phenyl 3 acetic acid (335 mg, yield 47%). melting 
point: 130""131°C. 
Bxain£>le 54 

To a mixture of 4- {S-isopropyl-l-- [5- <trif luoromethyl) -2-- 
pyridinyl]-lH-pyrazol'~-4~-yl}-l-butanol {500 mg) , methyl 2-(3~ 
hydroxyphenoxy) -2-"methylpropanoate (353 mg) , tributylphosphine 
(761 jiL) and tetrahydrofuran (76 ml) was added 1,1''- 
azodicarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (l:9r volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide soltttion (50 ml) , tetrahydrofuran (50 ml) and 
ethanol (25 ml) was stirred at room temperature for 3 hours. 
m Hydrochloric acid (50 ml) was added and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and colorless crystals were 

25 obtained from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 2- [3- (4-{3- 
isopropyl-l~ [5- (trif luoromethyl) -2-~pyridinyll-lH-pyrazol-4- 
yl}butoxy)phenoxyl"-2-methylpropanoic acid (258 mg, yield 33%)* 

^0 melting point: 81-82°C* 
Example 55 

To a mixture of 4- 1 3-isopropy 1-1- [5-- (trif luoromethyl) -2- 
pyridinyll-lH-pyrazol""4-yl}""l"butanol (500 mg) , methyl 3-{4"- 
hydroxyphenyDpropanoate (303 mg) , tributylphosphine (761 pji) 
55 and tetrahydrofuran (76 ml) was added 1,1''^ 
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azodlcarbonyldipiperidine <771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

5- fraction eluted with ethyl acetate-hexane {1:5, volume ratio)* 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (50 ml) , tetrahydrofuran {50 ml) and 
ethanol (25 ml) was stirred at room temperature for 3 hours* 
IN Hydrochloric acid (50 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated* The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3"[4-(4~{3'- 
isopropyl-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 

^5 yi}butoxy) phenyl] propanoic acid (231 mg, yield 32%), melting 
point: 144-1450C. 
Bxanigple 56 

To a mixture of 2-{3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridinyll-lH-pyrazol-4-yl} ethanol (300 mg) , ethyl 3-(3- 
-20 hydroxy-l-phenyl-lH-pyrazol-S-yDpropanoate (285 mg) , 

tributylphosphine (496 )iL) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-asodicarbonyldipiperidine (503 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
<1:4, voluime ratio), A mixture of the obtained oily substance ^ 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (15 ml) was stirred at room temperature 
for 5 hours. IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate* The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO*) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
55 hexane to give 3- [3- {2-{3-ethoxy-"l- [5- (trif luoromethyl) -2- 
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pyridinyl] -lH-"pyrazol"-4-yl } ethoxy ) -l-phenyl-lH-pyrazol-S- 
yl] propanoic acid (372 mg,. yield 72%) . melting point:: 155- 
156°C. 
Exaisple 57 

^ To a mixture of 2-{3-ethoxy-l-' [5- {trif luoromethyl) ""2- 

py r idiny 1 1 1 H-py razol- 4 ~yl} ethane 1 (300 mg) , methyl 2- 
hydroxyphenylacetate (183 mg) r tributylphosphine (495 jxIj) and 
tetrahydrofuran (50 ml) was added 1,1'- 

az;odicarbonyldipiperidine (502 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate--hexane (1:4,. volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 3 hours, 
llQ Hydrochloric acid {25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [2'~(2-'{3- 
ethoxy-1" [5- (trif luoromethyl) -2-pyridinyl] --lH-pyra2:ol""4- 
yl} ethoxy) phenyl] acetic acid (242 mg,. yield 56%). melting 
point: 134-135°C. 
Exainple 58 

To a mixture of 4-* {S'-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]'-lR""pyra!sol"-*4-"yl}"l-butanol (500 mg) ^ ethyl 3- (3*-- 
hydroxy-l-phenyl-lH-pyrazol-S-yl) propanoate (437 mg) , 
tributylphosphine (761 p^t) and tetrahydrofuran (76 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (771 mg) at room 
temperature and the mixture was stirred overnight* The 
reaction solution was concentrated* The residue was subjected 
1:o silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4^ volume ratio), A mixture of the obtained oily substance,. 
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IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuraa 
(30 ml) and etlianol (30 ml) was stirred at room temperature 
for 3 hours. IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate* The ethyl acetate 

5 layer was washed with saturated aqueous sodium chloride 
solution, dried {MgS04) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give 3- [l-phenyl-3- {4-'{3-propy 1-1-15- 
(trifluoromethyl) "-2-pyridinYl] "lH-pyrazol-»4-yl}butoxy) -IH- 

^0 pyrazol-5-yl] propanoic acid (505 mg, yield 61%) - melting 
point: 123-124°*C, 
Example 59 

To a mixture of 4-{3-propyl-l" [5-- (trif luoromethyl) -2- 
PYridinyl]"lH-pyrazol-4-yl}-l-butanol (500 mg) , methyl 3- 
^5 hydroxyphenylacetate (508 mg) , tributylphosphine (761 |j,L) and 
tetrahydrofuran (76 ml) was added 1,1'- 

a^odicarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight- The reaction solution was 
concentrated- The residue was subjected to silica gel column 

^0 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-^hexane (1:4, volume ratio) • 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3*5 hours. 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated- The obtained colorless crystals were 
recrystallised from ethyl acetate-hexane to give [3-(4-{3- 

^0 propyl-1- [5- ( trif luoromethyl) "2-pyridinyll ""lH-pyrazol-4'- 
yl^butoxy)phenyllacetic acid (330 mg, yield 47%), melting 
point: 96-97«'C. 
Example 60 

To a mixture of 4- {3-propyl-l- [5- (trif luoromethyl) "2™ 
pyridinyl3-lH-pyrazol-4"-yl}"-l""butanol (500 mg) , methyl 2- 
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hydroxyphenylacetate (279 mg) , tributylphosphine {761 jiL) and 
tetrahydrofuran (76 ml) was added 

azodicarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

^ concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate'^hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 

^ ethanol (30 ml) was stirred at room temperature for 3 hours. 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 

^ recrystallised from ethyl acetate-hexane to give t2-(4-{3'" 
propyl-1-" [5- (trif luoromethyl) •-^2-pyridinyl] ~lH--pyrazol-4-' 
yl}butoxy) phenyl] acetic acid (236 mg, yield 33%) . melting, 
point: 95-97^C. 
Elxample 61 

0 To a mixture of 4- { 3-propyl-l- [5- (trif luoromethyl) -2- 

pyridinyl]-'lE-pyrazol-4-yl}~l-butanol (500 mg) , methyl (3- 
hydroxy-l--methyl-lH-pyrazol-4-yl) acetate (286 mg) , 
tributylphosphine (761 |xL) and tetrahydrofuran (76 ml) was 
added 1 r 1 '"^asodicarbonyldipiperidine (771 mg) at room 

^ temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained oily substance, 

^ IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (30 ml) was stirred at room temperature 
for 4 hours. IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 

^ solution, dried {MgS04) and concentrated. The obtained 

331 



wo 03/099793 PCT/JP03/06389 

colorless crystals were recrystallized from ethyl acetate- 
hexane to give Il-methyl-3- (4-{3"-propyl-l- [5- 
(trif luorometliyl) -2-~pyridinyi3"-lH-pyrazol"-4-yl}butoxy) -IH- 
pyrazol-4-'yl] acetic acid (340 mg, yield 48%). melting point: 
^ 95-97*0 • 
Exan^Xe 62 

To a mixture of 2"{3™ethoxy-l- [5- {trif luoromethyl) '--2-- 
pyridinyl]-lH-pyrazol-4--yl}ethanol (460 mg) , methyl 3-- 
hydroxyphenylacetate (507 mg) , tribotylphosphine (761 p.L) and 
^0 tetrahydrofuran (76 ml) was added l,!'- 

azodicarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3 hours. 
IN Hydrochloric acid {30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and colorless crystals were 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:2, volume ratio). The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [3-(2-{3- 
ethoxy-1- [5- (trif luoromethyl) ''2'-pyridinyl J -lH-pyrazol-4- 
yl}ethoxy) phenyl] acetic acid (206 mg, yield 31%) . melting 
point: 12B--130^C. 
Exainple 63 

To a mixture of 4- {S-propy!--!"" [5™ (trif luoromethyl) -2-- 
pyridinYl]-lH-pyrazol""4-"yl}"-l-butanol (500 mg) , methyl 3- 
hydroxy-4-methoxyphenylacetate (899 mg) , tributylphosphine 
(1.14 ml) and tetrahydrofuran (76 ml) was added 1,1'- 
azodicarbonyldipiperidine (1.16 g) at room temperature and the 
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mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography,, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4^ volume ratio)* 
^ A mixture of the obtained oily substance, 11^ aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3 hours • 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give t4-methoxy-3'- 

(4""{3-propyl-l- [5- (trif luoromethyl) "~2--pyridinyll ~'lH"-pyrazol--4~ 
yl}butoxy) phenyl] acetic acid (388 mg, yield 52%). melting 
point: 147-148^C. 
Exaniple 64 

To a mixture of 4-- { 3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl] -lH-pyrazol-4'-yl }-l-butanol (500 mg) , ethyl 3- (4- 
hydroxy~2-methylphenyl) propanoate (350 mg) , tributylphosphine 

(761 |j,L) and tetrahydrofuran (76 ml) was added 1,1'- 
azodicarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5^ volume ratio), 
A mixture of the obtained oily substance^ IN aqueous sodium 
hydroxide solution (30 ml) tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3 hours. 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS04) and concentrated. The obtained colorless crystals were 
recry stall! zed from ethyl acetate-hexane to give 3-[2-methyl" 
4- (4- {3-propyl-l- [5- (trif luoromethyl) "-2-pyridinyl] -IH-pyrazol- 
4~yl}butoxy) phenyl] propanoic acid (323 mg, yield 43%) . melting 
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point: 105-107OC. 
Exan^le 65 

To a mixture of 3"-{3-propyl-l" [5- (trif loioromethyl) -2" 
pyridinyl]-"lH-pyrazol-4-yl}-l-propanol (480 mg) , ethyl 3-{4-" 

5 hydroxy-2-methylplienyl)propanoate (351 mg) , tributylphosphine 
(763 ^L) and tetrahydrofuran {7 6 ml) was added X^l'- 
asiodicarbonyldipiperidine (773 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio) . 
A mixture of the obtained oily substance^ IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
etbanol (30 ml) was stirred at room temperature overnight. IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3-[2-methyl- 

20 4„ (3-{3"-propyl-l- [5-- (trif luoromethyl) --2-"pyridinyl]-lH-pyra2:ol- 
4~yl}propoxy) phenyl] propanoic acid (147 mg, yield 20%). 
melting point: 124-126^0* 
Example 66 

To a mixture of 4- {S-propyl-l- [5- (trif luoromethyl) -2- 
2^ pyridinyl]-"lH-pyra2ol-4--'yl}"l-butanol (500 mg) , methyl (3- 
hydroxy-l-"phenyl'"lH-pyrazol-4-yl) acetate (390 mg) , 
tributylphosphine (761 \iL) and tetrahydrofuran (76 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (771 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated • The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
■3^ (30 ml) and ethanol (30 ml) was stirred at room temperature 
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overnight. XN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained 

^ colorless crystals were recrystallised from ethyl acetate- 
hexane to give [l-phenyl-S- (4-{3-"propyl•-l-^5~ 
(trif luoromethyl) ~2-pyridinyl] -lH-pyrazol-4"yl}butoxy) ~1H- 
pyrazol-4--yl] acetic acid (600 mg, yield 74%). melting point: 
114-115^0. 

^0 Exai!«>le 67 

To a mixture of 3-"{3"-propyl-l~ [5-- (trif luoromethyl) "-2- 
pyridinyl]-lH-pyrazol~4-yl}-l"propanol (480 mg) , methyl (3-- 
hydroxy--l-phenyl-lH-pyrazol-4-yl) acetate (391 rag) , 
tributylphosphine (763 p.L) and tetrahydrofuran (77 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (773 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated • The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained frcan a fraction eluted with ethyl acetate-hexane 

20 (1:4, voliome ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (30 ml) was stirred at room temperature 
for 3 hours. IK Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate* The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give [l--phenyl-3" (3--{3'-propyl"-l-[5™ 
(trif luoromethyl) -2-pyridinyl] -lH"pyrazol-4-yl}propoxy) -IH- 

30 pyrazol-4-yl 3 acetic acid (601 mg, yield 76%) . melting point: 
123-124^C. 
Example 68 

To a mixture of 4-{3-isopropyl-l- [5-~ (trif luoromethyl) "2- 
pyridinyX]-lH"pyra2:ol-4™yl}-l-butanol (500 mg) , methyl (3- 
55 hydroxy-l-phenyl-lH-pyraKol-4-yl) acetate (390 mg) , 
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tributylphosphine {761 p.L) and tetrabydrofuran (76 ml) was 
added 1 ^1 '-azodicarbonyldipiperxdine (771 mg) at room 
temperataire and the mixture was stirred overniglit- The 
reaction solution was concentrated. The residue was subjected 
^ to silica gel coluron chromatography ,r and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) • A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (30 ml) was stirred at room temperature 
^0 overnight.- IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give [3- (4-{3-isopropyl-l- [5- (trif luoromethyl) ""2-- 
pyridinyl]-lH--pyrazol-'4-yl}butoxy)-l-phenyl-ie-pyrazol-4- 
yl] acetic acid (471 mg, yield 58%), melting point: 119-120°C, 
Example 69 

To a mixture of 4- {3-isopropyl-l- [5- (trif luoromethyl) -2- 
^0 pyridinyl]-lH-pyrazol-4-yl}-l-butanol (350 mg) , methyl 3-(4- 
hydroxy-2-methoxyphenyl)propanoate (674 mg) , tributylphosphine 
(799 |xL) and tetrahydrofuran (53 ml) was added 1,1'- 
azodicarbonyldipiperidine (809 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
^5 concentrated. The residue was subjected to silica gel coltimn 
chromatography,, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4^ volume ratio) • 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3 hours, 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3"-[4-(4~{3~ 
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isopropyl-1- [5- (trif luoromethyl) -2-pYrxdinyll-lB-pyrazol-4~ 
yl)bii1:oxy)-2-'metbioxypheTiyl] propanoic acid (319 mg, yield 59%), 
melting point: 125-126^C, 
Example 70 

5 To a mixture of 4'-{3'-propYl-l- [5- <trif li:ioromethyl) -2- 

pyridinylI-lB-pyrasol-4-yl}-l-bi:ttanol (500 mg) , ethyl 3-{3- 
hydroxy-l-methyl-lH-pyrazol-5-yl)propanoate (333 mg) , 
tributylphospliine (761 ^L) and tetrahydrofuran (76 ml) was 
added 1^1 '-azodicarbonyldipiperidine {771 mg) at room 
temperattire and the mixture was stirred overnight. The 
reaction solution was concentrated^ The residne was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-'hexane 
(1:2, volume ratio). A mixture of the obtained oily siobstance, 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (30 ml) was stirred at room temperature 
overnight. IN Hydrochloric acid {30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
20 solution, dried (MgSO^) and concentrated. The obtained 

colorless crystals were recrystallized from ethyl acetate- 
hexane to give 3- [l-methyl-S- (4-{3--propyl-l- ES- 
ltrif luoromethyl) --2"pyridinyl3-lH-pyrazol-4"-yl}butoxy) --1E- 
pyrazol-5-*yl]propanoic acid (345 mg, yield 47%) . melting 
^5 point: 122~123^C. 
Exainple 71 

To a mixture of S-CS- (benzyloxy) -l-[5- (trifluoromethyl) 
2-pyridinyl]-»»lH"'pyra2;ol~4-yl}-l-propanol (400 mg) , ethyl 3-(3- 
hydroxy-l-'phenyl"lH--pyrazol"~5-yl)propanoate {247 mg) , 
30 tributylphosphine (394 |aL) and tetrahydrofuran (40 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (399 mg) at room 
teniperature and the mixture was stirred overnight. The 
reaction solution was concentrated* The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
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(1:4^ volime ratio) • A mixture of tlie obtained oily substance, 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
{30 ml) and ethanol (30 ml) was stirred at room temperature 
for 3 hours. IN Hydrochloric acid (30 ml) was added and the 
^ mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried {MgS04) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give 3- 13- (3-{3- (benzyloxy) -1- [5-- (trif luoromethyl) 
2-pyridinyl] -lH-pyrazol-4-yl}propoxy) -l-phenyl-lH-pyrazol-S- 
yl] propanoic acid {378 mg,. yield 81%) . melting point: 159- 
161^C. 
Example 72 

To a mixture of 2-{3-ethoxy-l-~ [5™ {trif luoromethyl) -2- 
pyridinyl] -lH-pyrazol-4-yl} ethanol (400 mg) , methyl (3- 
hydroxy-l-phenyl"lH~pyrazol-4-yl) acetate (339 mg) , 
tributylphosphine (662 jiD and tetrahydrofuran (66 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (670 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IH aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol {3D ml) was stirred at room temperature 
overnight* ll^^ Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated acpieous sodium chloride 
solution, dried {MgSO^) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give [3- {2-"{3-ethoxy'"l-[5-(trif luoromethyl) -2- 
pyridinyl] "-lH~pyra2ol-"4-yl}ethoxy) "-l-phenyl-lR-pyrazol-4- 
yll acetic acid (544 mg, yield 82%) . melting point: 135-137°C. 
ExsnooXe 73 

— ^ ^ 

To a mixture of 2-{3-ethoxy-l-E5- (trif luoromethyl) -2- 
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pyridinyl]-lH-pyrazol-4-yl}ethanol (400 mg) , methyl 4- 
hydroxyphenylacetate (243 mg} , tributylphosphine (662 |xL) and 
tetrahydrofuran (66 ml) was added 1,1'- 

azodicarbonyldipiperidine (670 mg) at room temperature and the 
^ mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-^hexane (1:4, volume ratio), A 
mixture of the obtained oily substance, IN aqueous sodium 
^0 hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 

ethanol (30 ml) was stirred at room temperature for 3 hours. 
IK Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [4-(2-{3- 
ethoxy-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}ethoxy) phenyl] acetic acid (123 mg, yield 21%) . melting 
point: 142-143<»C. 
20 Example 74 

To a mixture of 2-'{3™ethoxy-"l- [5- (trif luoromethyl) -2-- 
pyridinyl]'~lH-pyrazol-4-yl} ethanol (400 mg) , methyl 2-(3'- 
hydroxyphenoxy)-2""methylpropanoate (335 mg) , tributylphosphine 
(662 jiL) and tetrahydrofuran (66 ml) was added 1,1'- 

2^ azodicarbonyldipiperidine (670 rag) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4,, voltmie ratio). 

^° A mixture of the obtained oily substance, IKI aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature overnight. IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
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{MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and colorless crystals were 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:1^ volume ratio). The obtained colorless crystals were 
•5 recrystalliaed from ethyl acetate-hexane to give 2-- [3-- (2-{3- 
ethoxy-1- [5- (trif luoromethyl) -2-pyridinyl] --lH-pyrazol-4- 
yl}ethoxy)phenoxy]-2-methylpropanoic acid (169 mg, yield 26%). 
melting point: 89-9 0°C, 
Example 75 

To a mixture of 2- {3-ethoxy-l- [5- {trif luoromethyl) -2- 
pyridinyll--lH-pyrazol'-4-yl}ethanol (350 mg) , methyl 3-(4- 
hydroxy-2-methoxyphenyl)propanoate {733 mg) , tributylphosphine 

(868 |iL) and tetrahydrofuran (58 ml) was added 1,1'-- 
azodicarbonyldipiperidine (879 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a pale-yellow oily substance was obtained 
from a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) - A mixture of the obtained oily substance, IN aqiieous 
sodium hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3 days. IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgSO«) and concentrated. The residue was subjected to silica 
gel column chromatography, and colorless crystals were 
obtained from a fraction eluted with ethyl acetate-hexane 

(1:1*5^ volume ratio). The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3- [4-- (2-{3-- 
-^0 ethoxy-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-'pyrazol-4- 

yllethoxy) ""2-methoxyphenyl] propanoic acid (337 mg, yield 61%). 
melting point: 147-rl4B°C. 
Kxdfinple 76 

To a mixture of 2- {3-ethoxy-l- [S-- (trif luoromethyl) -2- 
^5 pyridinyll-lH--'pyra2ol-4-yl} ethanol (400 mg) , ethyl 3'~(4" 
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hYdroxy-2-inethylphenyl)propanoate (332 mg) , tributylphosphine 
(662 |jlL) and tetrahydrofuran (66 ml) was added Irl'- 
azodicarbonyldipiperidine (670 mg) at room tempera-fciare and the 
mixture was stirred overnight. The reaction solution was 

^ concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran {30 ml) and 

■zs ethanol (30 ml) was stirred at room temperature overnight. IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOs) and concentrated. The obtained colorless crystals were 

^5 recrystallized from ethyl acetate-hexane to give 3- [4- (2'-{3- 
ethoxy-l" [5- (trif luoromethyl) -2-pyridinyl] -lR-pyra2ol-4'- 
yl}ethoxy)"-2-methylphenyl] propanoic acid (210 mg, yield 34%). 
melting point: 117-"119«C, 
Escainple 77 

20 A mixture of 4- {S-propyl-l- [5- (trif luoromethyl) -2- 

pyridinyl]-lH-pyrazol""4-yl} butyl methane sulfonate {500 mg) , 
sodium hydride (60%, in oil, 74.0 mg) and N,N- 
dimethylformamide (10 ml) was stirred at room temperature for 
30 minutes and a solution of ethyl 3- [3- (4-f luorophenyl) -IH- 

-25 pyrazol"4-yllpropanoate (350 mg) in N,!«-"dimethylformamide (2 
ml) was added. After stirring overnight, water was added, and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated. The residue 

■30 was subjected to silica gel column chromatography, and a 

colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio) , A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (30 ml), 
tetrahydrofuran (30 ml) and ethanol (30 ml) was stirred at 
room temperature overnight. IN Hydrochloric acid (30 ml) was 
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added and 1:he mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated- The 
obtained colorless crystals were recrystallized from ethyl 
^ acetate-hexane to give 3- [3-- luorophenyl) -1- (4-{3-propyl™l- 
[5- {trif luoromethyl) -2-pyridinyl] --lH-pyra2ol-4--yl }butyl) -IH-- 
pyrazol-4-yl] propanoic acid (395 mg, yield 59%) . melting 
point: 119-1210C. 
Example 78 

10 A mixture of ethyl 3- {3'-ethoKy-lH-pyrazol'-"4-yl) propanoate 

(500 mg) , sodium hydride (60%, in oil, 113 mg) and 
dimethylfontiamide (22 ml) was stirred at room temperature for 
1 hour and 4- {3-propy 1-1- [5<- (trif luoromethyl) -2-pyridinyl3-lH- 
pyrazol-4--yl}butyl methane sulfonate (870 mg) was added. After 
stirring the resulting mixture overnight, O.IN aqueous 
hydrochloric acid solution (100 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. A mixture of the obtained oily 
^0 substance, IN aqueous sodium hydroxide solution (30 ml) , 
tetrahydrofuran (3D ml) and ethanol (30 ml) was stirred at 
room temperature for 3 hours. IN Hydrochloric acid (30 ml) was 
added and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
■^5 chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate--hexane (1:1, volume ratio). A mixture of the obtained 
oily substance^ IW aqueous sodium hydroxide solution (1*39 
^0 ml) , tetrahydrofuran (30 ml) and ethanol (30 ml) was stirred 
at room temperature for 1 hour and concentxated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give sodium 3- [3-ethoxy-l- (4"{3-propyl-l-" E5"- 
(trif luorcmiethyl) -"2--pyridinyl] -lH-pyra2ol-4-"yl }butyl) -IH- 
55 pyrazol-4"yllpropanoate (657 mg, yield 59%). melting point: 
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250~-251°C. 
Kxaxnple 79 

To a mixture of 3-{3-propYl-l-- [5- {trif luoromethyl) "-2- 
pyridyl]-lH'-pYrazol-4-Yl}"-l-propanol {470 mg) , ethyl 4- 

^ hydroxy-3-methoKYplienylaceta'te (320 mg) , tributylphosphine 
(610 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiparidine (760 mg} at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio)* 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated- The obtained colorless crystals were 
collected by filtration to give [3-methoxy-4" {3-{3-propyl-l- 

^0 j5- (trif luoromethyl) -2-pyridyl3 -lH-pyrazol-4- 

yl}propoxy) phenyl] acetic acid (550 mg, yield 77%). The 
crystals were recrystallized from ethyl acetate-hexane , 
melting point: 121--122^* 
ESxanple 80 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyra2:ol-"4"-yl}-l-propanol (510 mg) , methyl 3- 
hydroxy-4-methoxyphenylacetate (799 mg) tributylphosphine 
(1.01 ml) and tetrahydrofuran (100 ml) was added 1^'- 
azodicarbonyldipiperidine (1,03 g) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography ,r and a colorless oil was obtained from a . 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio) , 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
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ethanol (30 ml) was stirred at: room temperature overnight. IH 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
^ (MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [4-methoxy""3- 
(3-"{3-propyl-l- [5- (trif luoromethyl) ^2-pyridinyl] '-lH~pyra%ol-4- 
yDpropoxy) phenyl] acetic acid (451 mg, yield 58%)* melting 
point: 124-'126°C. 
10 iixaij^le 81 

To a mixture of 3- {3-propyl--l- [5- {trif luoromethyl) -2- 
pyridinyl]""lH-pyrazol-4-yl}"l-propanol {560 mg) , ethyl 3-{5-- 
hydroxy-2-methoxyphenyl)propanoate (441 mg) , tributylphosphine 
(892 jj^i) and tetrahydrofuran (100 ml) was added 1,1'- 
^5 azodicarbonyldipiperidine <903 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated- The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio)* 
20 A mixture of the obtained oily substance r IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran {30 ml) and 
ethanol (30 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate • The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and colorless crystals were 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3- [2-methoxy- 
5- (3- (S-propyl-l- [5- (trif luoromethyl) -"2-pyridinyl] -IH-^pyrazol- 
4-yl}propoxy) phenyl] propanoic acid (407 mg, yield 46%) . 
melting point: 104-106^'C. 
EsfcsmpX^ 82 

3S a mixture of 3- {S-propyl-l-- 15- (trif luoromethyl) -2- 
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pyridyl]-lH"~pyra2;ol"-4-yl}-l-propanol (500 mg) , methyl 3-{4" 
hydroxyphenyl) propionate (300 mg) , tributylphosphine (700 mg) 
and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (810 mg) at room temperature and the 
^ mixture was stirred overnight- The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography^ and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN acjueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution , dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4- (3-{3-propyl"l- [5-- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol~4'- 
yl}propoxy)phenyl]propionic acid (650 mg, yield 88%). The 
crystals were recrystallized from ethyl acetate-hexane . 
^0 melting point: 118-119^C. 
Exas^le 83 

To a mixture of 3- { 3-propyl-l-" [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol"4"-'yl}'-l-propanol (500 mg) , methyl 3--(2- 
hydroxyphenyl) propionate (300 mg) , tributylphosphine (700 mg) 
and tetrahydrofuran (30 ml) was added 1^1'- 

azodicarbonyldipiperidine (800 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

345 



wo 03/099793 



PCT/JF03/06389 



washed with saturated aqueous sodium chloride solution, dried 
(MgS04} and concentrated. The obtained colorless crystals were 

collected by filtration to give 3- [2- (3-{3-propyl-l- [5-^ 
<trifluoromethyl)~-2-pyridyl]-iH-pyrazol""4-' 
5 yl}propoxy) phenyl] propionic acid (420 mg, yield 57%). The 

crystals were recrystallized from ethyl acetate-^hexane . 

melting point: 87"88^C. 

Exaifiple 84 

To a mixture of 3-{ 3-propyl-l- [5- {trif luoromethyl) -2- 
^0 pyridyl]-lH-pyrazol-4-yl}-'l-propanol {500 mg) , methyl 3--(3"~ 
hydroxyphenyl) propionate (300 mg) , tributylphosphine (700 mg) 
and tetrahydrofuran {30 ml) was added 1,1''- 

azodicarbonyldipiperidine {800 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance , IN acjueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
^0 (5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate • The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS04) and concentrated* The obtained colorless crystals were 
25 collected by filtration to give 3- 13-- (3-{3-propyl-l~ [5^ 

(trif luoromethyl) -2-pyridyll -"lH-pyrazol-4~ 

yl}propoxy) phenyl] propionic acid {520 mg, yield 71%). The 
crystals were recrystallized from ethyl acetate-hexane , 
melting point: 97-98<^C. 
Exainple 85 

To a mixture of 3- {B-ethoxy-l-E 5- {trif luoromethyl) -2- 
pyridyl3-lH-pyrazol"-4"-yl}-l~propanol (500 mg) , methyl 3"-{4" 
hydroxy-2-methoxyphenyl) propionate (340 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran {30 ml) was added 1,1'- 
^5 azodicarbonyldipiperidine (810 mg) at room temperature and the 
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mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hescane {1:4, volume ratio)* 
^ A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid {5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4- {S-fa-ethoxy-l- ES- 
Ctrif luororaethyl) -2-pyridyl] ~lH-pyrazol-4-yl}propoxy) -2- 
methoxyphenyl] propionic acid (530 mg, yield 67%) . The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
120'-121^C. 
Example 86 

To a mixture of 3-{3"-propyl-l- [5™ (trif luoromethyl) --2- 
pyridyl]-lH-pyrazol'-4-yl}-l-propanol (510 mg) , methyl 3- (4- 
^0 hydroxy-2-methoxyphenyl) propionate (360 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1^1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4^ volume ratio). 
A mixture of the obtained oily substance ^ IN aqpieous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours* IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- E2-methoxy-4- {3-{3-propyl-l-»" 
[5- (trif luoromethyl) -a-pyridyl] "-lH-~pyrazol-4"" 
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yl}propoxY) phenyl] propionic acid (520 mg, yield 65%). The 
crystals were recrystallized from ethyl acetate-hexatie . 
melting point: 114"115°C. 
Kxasnple 87 

^ To a mixture of 3-{3-propyl-l- [5- (trif luoromethyl) --2- 

pyridyl]'-lH-pyrazol'-4-yl}-l-propanol (510 mg) , methyl (3- 
hydroxy-l-methyl-lH-pyraz;ol-4-yl) acetate (290 mg) , 
tributylphosphine <680 mg) and tetrahydrofuran {30 ml) was 
added 1 ^1 '-asodicarbonyldipiperidine {860 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:4^ volume ratio) . A mixture of the obtained oily substance^ 
in aqueous sodium hydroxide solution {5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated* The obtained colorless crystals were 
collected by filtration to give [l"-methyl-3- (S-^iS-propyl-l'-CS- 
Ctrif luoromethyl) -2-pyridyl]-lH-pyrazol-4-yl}propoxy) -IH- 
pyrazol-4-yl] acetic acid (570 mg, yield 77%) . The crystals 
were recrystallized from ethyl acetate--hexane • melting point: 

^5 119~120^C. 
Btsample 88 

To a mixture of 4-"{3'-propyl--l- [5- (trif luoromethyl) "-2" 
pyrldyl]-lH-pyrazol-4-yl}-l-"butanol (500 mg) , methyl 4- 
hydroxyphenylacetate (270 mg) , tributylphosphine (620 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (780 mg) at room terrperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography^ and a colorless oil was obtained from a 
■3^ fraction eluted with ethyl acetate-hexane (1:4, volume ratio) , 
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A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid (5 ml) was added and the mixture was 
5 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgSO*) and concentrated. The obtained colorless crystals were 

collected by filtration to give [4- (4- {3™propyl-l- [5- 

(trif luororaethyl) -2-pyridyl] -lH-pyrazol-4- 

yl}butoxy) phenyl] acetic acid (410 mg, yield 58%) . The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
121-122°C. 
ExaEople 89 

To a mixture of 4-{3-propyl-l-[5-- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl)-l-butanol (510 mg) , methyl 3-{4- 
hydroxy-2-methoxyphenyl) propionate {330 mg) , tributylphosphine 
(630 mg) and tetrahydrofuran (30 ml) was added 1,X'- 
azodicarbonyldipiperidine (790 mg) at room tenperature and the 
mixture was stirred overnight. The reaction solution was 
20 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
2S (5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
30 collected by filtration to give 3- [2-raethoxy-4- (4-{3-propyl-l- 
t5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}butoxy)phenyl]propionic acid (510 mg, yield 65%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 91-92°C. 
35 Example 90 
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To a mixture of S-iB-propyl-l- t5--(1::rifl^lorome*thyl)-2'~ 
pyridyl] ™lH-pyrazol-4-yl}-l-propanol (190 rng) ^ methyl 2- 
f lucre- 5-hydroxyphenylacetate {110 mg) r tributylphosphine (250 
mg) and tetrahydrofuran (20 ml) was added 1^1''- 
^ azodicarbonyldipiperidine {310 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography r and a colorless oil was obtained from a 
fraction eluted with ethyl acetate^hexane (1:4, volume ratio), 
K mixture of the obtained oily substance, IN aqueous sodixm 
hydroxide solution {5 ml) tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours, IH 
Hydrochloric acid {5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgSOfl) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2'-f luoro-S- (S-O-propyl-'l-CS- 
Ctrif luoromethyl) -"2""pyridyl] "-lH-pyrazol-4- 
yl}propoxy) phenyl] acetic acid {220 mg^ yield 79%). The 
crystals were recrystallized from ethyl acetate-^hexane . 
melting point: 111-112'>C. 
ExaiEiple 91 

To a mixture of 3-{3-propyl~l-[5- (trifluoromethyl)-2'- 
pyridyl3-lH'^pyra2ol-4-yl}~l-propanol (390 mg) , methyl 4- 
f luoro-3-hydroxyphenylacetate (230 mg) , tributylphosphine (510 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (640 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4^, volume ratio)* 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
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extracted witli ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4-f luoro-S- (3- { 3-propyl-l- [5-- 
^ (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yDpropoxy) phenyl] acetic acid (220 mg, yield 79%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 88-89^C. 
Exainple 92 

10 To a mixture of 3--{3-propyl-l- [5- (trif luoromethyl) -2- 

pyridyl]-lH-pyrazol-4~yl}-l-propanol (500 mg) , ethyl 3- {3- 
hydroxy-5-methoxyphenyl) propionate (380 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
^5 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate--hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and ethanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOa) and concentrated. The obtained colorless crystals were 
collected by filtration to give S-EB-methoxy-S- (3-{3""propyl-l" 
[5- (trifluoromethyl) --2-pyridyl]-lH"pyrazol-4- 
yDpropoxy) phenyl] propionic acid (380 mg, yield 48%) . The 
crystals were recrystallized from isopropyl ether-hexane . 
30 melting point: 98"99°C. 
Example 93 

To a mixture of 3-{3-propyl-l- [5- (trifluoromethyl) ""2- 
pyridyll"lH-pyra!z;ol™4-yl}--l-propanol (500 mg) , ethyl 3-{3- 
hydroxy-4'-methoxyphenyl) propionate (360 mg) , tributylphosphine 
^5 (650 mg) and tetrahydrofuran (35 ml) was added 1,1'- 
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azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was siabjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
^ fraction eluted with ethyl acetate-hexane (1:4, volume ratio), 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4'-methoxy-3- (3-{3--propyl-l"™ 
[5- (trifluoromethyl) -2-pyridyl] -lH-pyrazol-4~- 

yl}propoxy) phenyl] propionic acid (280 mg, yield 70%). melting 
point: 147-148°C* 
Escaniple 94 

To a mixture of 3- {S-propy!--!- [5-- (trifluoromethyl) ^2"- 
pyridyl]-lH-pyrazol"-4-yl}-l-propanol (650 mg) ^ methyl 4- 
hydroxy-2-methylphenylacetate {390 mg) , tributylphosphine (840 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine {1050 mg) at room temperature and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel coliamn 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio)* 
A mixture of the obtained oily substance j. IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2~methyl"-4~ (3-{3-propyl-'l"- [5- 
(trifluoromethyl) -"2-pyridyl3 -lH-pyraKol-4" 
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yl}propoxy) phenyl] acetic acid (590 mg, yield 62%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 134-135°C. 
Example 95 

^ To a mixture of a-fS-propyl-l-- [5- (trif luoromethyl) --2- 

pyridyl]-lH-"pyrazol-4-yl}-l-propanol (470 mg) , methyl 4~ 
hydroxy-~2-methoxyphenylacetate (300 mg) , tribiitylphosphine 
(610 mg) and tetrahydrofuran {30 ml) was added 1,1'- 
azodicarbonyldipiperidine (760 mg) at room temperature and the 
0 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (S ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(jyigSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give E2~methoxy-4- (S-O-propyl-l- 
ES- {trif luoromethyl) -2~pyridyl] -lH-pyrazol~4- 
yl}propoxy) phenyl] acetic acid (580 rag, yield 81%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 135-136«C. 
Bscainple 96 

To a mixture of 3-{3-propyl-l-- [5-- (trif luoromethyl) ^2- 
pyridyl]-'lH--pyrazol-4-yl}"l-propanol (470 mg) , ethyl 3^(4- 
hydroxy-S-'raethoxyphenyl) propionate (350 mg) , tributylphosphine 
(610 mg) and tetrahydrofuran (30 ml) was added 1^1'- 
azodicarbonyldipiperidine (760 mg) at rocMu temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4,. volume ratio) . 
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A mixture of the obtained oily s-ubstance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid {5 ml) was added. The mixture was extracted 
^ with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution^ dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [3-methoxy-4- (3-™{3-propyl-l- ES- 
Ctrif luoromethyl) -2-pyridyl3 -lH-pyrazol-4"- 

yDpropoxy) phenyl] propionic acid (590 mg, yield 80%) . The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 126-1270C. 
Example 97 

To a mixture of S-propyl-l- [5- {trif luoromethyl) -2- 
pyridinyl]-lH»pyrazol-4-'yl}-l-propanol (580 mg) , methyl (5- 
hydroxy^-a-methoxyphenyl) acetate (400 mg) , tributylphosphine 
(924 and tetrahydrofuran (90 ml) was added 1,1'- 

ajsodicarbonyldipiperidine (936 mg) at room temperature and the 
mixture was stirred for 3 days. The reaction solution was 
concentrated. The residue was s-ubjected to silica gel column 
chromatography r and a pale-yellow oily substance was obtained 
from a fraction eluted with ethyl acetate-hexane (1:6^ volume 
ratio). A mixture of the obtained oily substance^ IK aqueous 
sodium hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature overnight. IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated* The obtained pale-yellow carystals 
were recrystallized from ethyl acetate-hexane to give [2- 
methoKy-5- (3- {3-propyl-l-- [5- (trif luoromethyl) -2-"pyridinyl3 -IH- 
pyrazol-4"yl}propoxy) phenyl] acetic acid (483 mg, yield 55%) as 
colorless crystals, melting point: ISS-lSe^'C. 
Eacantiple 98 

35 rj,Q a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 

354 



wo 03/099793 



PCT/JP03/06389 



pyridinyll-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl 3-{4- 
hydroxy-2-etlioxyphenyl)propanoate (395 mg) , tributylphosphine 
(797 jj.L) and tetrahydrofuran (80 ml) was added 1,1'- 
azodicarbonyldipiperidine (807 mg) at room temperature and the 
5 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:7, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
20 solution (30 ml) , tetrahydrofuran (30 ml) and ethanol (30 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (30 ml) was added and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was waslied with 
saturated aqueous sodium chloride solution, dried (MgSO,) and 
IS concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3~ [2-ethoxy-4- (3- {3-propyl-l- [5- 
{trif luoromethyl) -2-pyridinyl] ~lH-pyrazol-4~ 
yl}propoxy) phenyl] propanoic acid (442 mg, yield 55%) as 
colorless crystals, melting point: 119~120°C. 
20 Example 99 

To a mixture of 3-{3-phenyl-l- [5- (trif luoromethyl) -2- 
pyridinyll-lH-pyrazol-4-yl}~l-propanol (400 mg) , methyl 3- (4- 
hydroxy-2-ethoxyphenyl)propanoate {260 mg) , tributylphosphine 
(480 |il.) and tetrahydrofuran (30 ml) was added 1,1'- 

25 azodicarbonyldipiperidine (600 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:7, volume ratio) . A 

30 mixture of the obtained solid, IN acjueous sodium hydroxide 
solution (30 ml) , tetrahydrofuran (30 ml) and ethanol (30 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (30 ml) was added and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 

35 saturated aqueous sodium chloride solution, dried (MgS04) and 
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concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3- [2-ethoxy-4- (3-l3~phenyl-l- [5- 
(trif luororaethyl) -2-pyridinyl] -lH-pyrazol-4- 
yllpropoxy) phenyl] propanoic acid {373 mg, yield 60%) as 
5 colorless crystals, melting point: 135~136°C. 
Example 100 

A mixture of ethyl 2-{3- [3- {3-ethoxy-lH-pyrazol-4- 
yl)propoxy]phenoxy}-2"methylpropanoate (300 mg), sodium 
hydride (60%, in oil, 63.6 mg) and N,N-diraethyif ormamide (10 
^0 ml) was stirred at room temperature for 30 minutes and 

iodocyclopentane (184 p.h) was added. After stirring overnight, 
saturated aqueous ammonium chloride solution was added, and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
25 chloride solution, dried (MgSOa and concentrated. A mixture 
of the obtained residue, IN aqueous sodium hydroxide solution 
(25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) was 
stirred overnight at room temperature. IN Hydrochloric acid 
{25 ml) was added and the mixture was extracted with ethyl 
20 acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:1, volume ratio). 
2S A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (645 pi.) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour and 
concentrated. To a mixture of the obtained residue and water 
(25 ml) was added calcium chloride (69.0 rag) dissolved in a 
30 small amount of water, and the mixture was stirred overnight 
at room temperature. The resulting white precipitates were 
collected by filtration to give calcium 2-{3-[3-(l- 
cyclopentyl-3-ethoxy-lH-pyrazol-4-yl) propoxy] phenoxy }-2- 
methylpropanoate (256 rag, yield 74%) as amorphous. 
35 iR-NMR (DMSO-de) S: 1.25 (3H, t, J ■= 6.9 Hz), 1.41 (6H, s) , 

356 



wo 03/099793 . PCT/JP03/06389 

1.52 - 1.61 m) , 1.67 - 2.00 (8H, m> , 2.32 - 2.39 (2H, m) , 

3.83 - 3.90 {2H, m) , 4.09 {2H, J - 6.9 Hz), 4.34 - 4.45 
(IH, m) , 6.34 - 6.44 (3H, m) , 6.96 - 7.04 (IH, m) , 7.35 (IH, 
s) . 

^ Example 101 

To a mixture of 3- [3-ethoxy-l-" (2-pyridinyl) -lH-pyrazol-4- 
ylj-l-propanol (420 mg) , ethyl 2- {3-hydroxyphenoxy) -2- 
mathylpropanoate (419 mg) , tributylphosphine (847 jxL) and 
tetrahydrofuran (34 ml) was added 1,1^- 

azodicarbonyldipiperidine (858 mg) at room temperature and tlie 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:6, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated* The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 2»(3-{3-[3- 
ethoxy-l- (2-pyridinyl) -'lH-pyrazol-4~yl]propoxy }phenoxy) -2- 
methylpropanoic acid (291 rag, yield 40%) . melting point: 99- 
101°C. 

Example 102 

A mixture of ethyl 2"{3-[4-- (3-ethoxy""lH-pyrazol•"4-" 
yl) butoxy]phenoxy}-2-methylpropanoate (740 mg) , sodium hydride 

(60%, in oil, 90.8 mg) and N,N-dimethylf ormamide (20 ml) was 
stirred at room temperature for 30 minutes and 2-chloro-5- 

( tr if luoromethyl) pyridine (412 mg) was added. After stirring 
the reaction mixture overnight, saturated aqueous ammonium 
chloride solution was added, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
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concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:6, voltime ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
5 hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 

ethanol (25 ml) was stirred at room temperature for 2.5 days. 
IN Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:1, volume 
ratio) . A mixture of the obtained oily substance, IH aqueous 
sodium hydroxide solution (893 jiD , tetrahydrofuran (25 ml) and 
25 ethanol (25 ml) was stirred at room temperature for 1 hour and 
concentrated. To a mixture of the obtained residue and water 
(25 ml) was added calcium chloride (90.8 mg) dissolved in a 
small amount of water and the mixture was stirred overnight at 
room temperature. The resulting white precipitates were 
30 collected by filtration to give calcium 2-[3- (4~{3-ethoxy-l- 
[5- (trifluoromethyl) -2-pyridinyl]-lH-pyrazol-4- 
yl)butoxy)ph6noxy]-2-methylpropanoate (394 mg, yield 39%) as 
amorphous . 

^H-NMR (DMSO-de) 8: 1-36 (3H, t, J - 7.2 Hz), 1.40 (6H, s) , 
2S 1.62 - 1.78 (4H, m) , 2.36 - 2.46 (2H, m) , 3.85 - 3.94 {2H, m) , 
4.31 (2H, q, J - 7.2 Hz), 6.34 - 6.44 (3H, m) , 6.95 - 7.04 

(IH, m) , 7.79 (IH, d, J - 8.7 Hz) , 8.20 - 8.27 (IH, m) , 8.32 

(IH, s) , 8.69 - 8.74 (IH, m) . 
jsssaxspl& 103 

30 To a mixture of 3- [3-ethoxy~l- (2-pyridinyl) -lH-pyrazol-4- 

yl]-l-propanol (300 mg) , ethyl 3- (S-hydroxy-l-phenyl-lH- 
pyrazol-S-yl) propanoate (346 mg) , tributylphosphine (603 ^J.) 
and tetrahydrofuran (25 ml) was added 1,1'- 

azodicarbonyldipiperidine (611 mg) at room temperature and the 
3S mixture was stirred overnight. The reaction solution was 
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concentrated. The residue was subjected to silica gel column 
chromatography^ and a yellow oily substance was obtained from 
a fraction eluted with ethyl acetate-hexane (1:6, volume 
ratio) , A mixture of the obtained oily substance, IN aqueous 
^ sodium hydroxide solution (25 ral) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3-(3-{3-[3- 
ethoxy-1-- (2-pyridinyl) -lH-pyrazol'-4-yl3propoxy }'-l-phenyl-lR- 
pyrazol-5-'yl) propanoic acid (483 mg, yield 87%). melting 
point: 156-157°C. 
^ Example 104 

A mixture of ethyl 3-{3- [4- (3--ethoxy-lH--pyra2ol-4- 
yl) butoxy] -l-phenyl-lH-pyrazol-S-yl }propanoate OOO mg) , 
sodium hydride (60%, in oil, 101 mg) and N^N-diraethylf ormamide 
(20 ml) was stirred at room temperature for 30 minutes. 2- 
^ Chloro-5^{trifluoromethyl) pyridine (459 mg) was added. After 
stirring the obtained mixture overnight, saturated aqueous 
ammonium chloride solution was added ^ and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated, A mixture of the obtained yellow 
oily substance^ IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature, IN Hydrochloric acid (25 ml) 
was added and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried {MgS04) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a white solid was obtained from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). The obtained solid was 
recrystallized from ethyl acetate-hexane to give 3"-[3-(4^{3- 
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ethoxy~l- [5™ {trif 1-aoromethyl) ~2-pyridinyl] -lH-pyrazol-4- 
yl}butoKy)-l-phenyl-lH-pyrasol-5-yl] propanoic acid {640 mg^. 
yield 56%) as colorless crystals, melting point: 138-139^C. 
Exanple 105 
5 To a itiixtnre of 3--{3-ethoxy--l'- [4- 

(trifluoromethyl) phenyl] -lH""pyrazol-"4~yl}-l-propanol (512 rag), 
ethyl 2-{3--hydroxyphenoxy)-2-methylpropanoate {401 mg) , 
tributylphosphine {812 fxD and tetrahydrofuran (35 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (823 mg) at room 
temperattire and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:6^ volume ratio) . A mixture of the obtained oily substance 
^5 IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature • IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodiiom chloride 
-^0 solution, dried (MgS04) and concentrated. The residue was 

subjected to silica gel column chromatography ^ and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:1, volume ratio). A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (995 pji) , 
^5 tetrahydrofuran {25 ml) and ethanol (25 ml) was stirred at 

room temperature for 1 hour and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
chloride (110 mg) dissolved in water (5 ml) and the mixture 
was stirred overnight at room temperature. The resulting white 
precipitates were collected by filtration to give calcium 2- 
p„ (B-O-ethoxy-l- [4-- (trifluoromethyl) phenyl] -lH-pyrazol-4- 
yl}propoxy)phenoxy]-"2-methylpropanoate (440 mg, yield 53%) as 
amorphous . 

=^H-NMR (DMSO-de) 5: 1-28 - 1.48 (3H, m) , 1,41 (6H, s) , 1.87 - 
2-08 (2H, m) , 2,41 - 2.56 (2H, m) , 3.86 - 4,00 (2H, m) , 4.20 - 
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4.39 {2H, m), 6.31 - 6.52 {3H, m) , 6.93 - 7.10 (IH, m) , 7.69 - 
7.96 {4H, m) , 8.38 (iH, s) . 
Escanple 106 

To a mixture of 3- t3-ethoxy~l- (2-pyridinyl) -lH-pyrazol-4- 
5 yi]-i-propanol (300 ing) , methyl 3-hydroxyphenylacetate {402 
mg) , tributylphosphine (603 ^h) and tetrahydrofuran (25 ml) was 
added 1 ,l'-azodicarbonyldipiperidiiie (611 mg) at room 
temperature and the mixture was stirred for 3 days. The 
reaction solution was concentrated. The residue was subjected 
^0 to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:6, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
{25 ml) and ethanol (25 ml) was stirred overnight at room 
25 temperature. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained 
colorless oil was recrystallized from diisopropyl ether-hexane 
20 to give (3-{3-t3~ethoxy~l- (2--pyridinyl) -lH-pyrazol-4- 

yljpropoxyl phenyl) acetic acid (247 mg, yield 53%) as colorless 
crystals, melting point: 66-67<»C. 
Example 107 

A mixture of methyl 3-{2-ethoxy-4- [4- {3-ethoxy-lH- 
pyrazol~4-yl)butoxy] phenyl }propanoate (860 mg) , sodium hydride 
(60%, in oil, 106 mg) and N,N-dimethylformamide (25 ml) was 
stirred at room temperature for 30 minutes and 2-chloro-5- 
(trifluoromethyl) pyridine (479 mg) was added. After stirring 
overnight, saturated aqueous ammonium chloride solution was 

50 added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO,) and concentrated. A mixture 
of the obtained yellow oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 

■35 ethanol (25 ml) was stirred overnight at room tsnperature. IN 
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Hydrochloric acid (25 ml) was added and the mixtiire was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgSO^) and concentrated. The residue was subjected to silica 

^ gel column chromatography, and a white solid was obtained from 
a fraction eluted with ethyl acetate-^hexane (1:2^ volume 
ratio) . The obtained solid was recrystallized from ethyl 
acetate-hexane to give 3- [2-ethoxy-4- (4-{3-ethoxy-l- [S- 
(trif luoromethyl) "'2-pyridinyl] -XH-pyrazol-4- 

^0 yl}butoxy> phenyl] propanoic acid {718 mg, yield 63%) as 
colorless crystals • melting point: 101-102^C* 
EscamgpXe 108 

To a mixture of 3~ [S-ethoxy-^l- (2-pyridinyl) -lH-pyrazol-4- 
ylj-l-propanol (300 mg) , methyl 3- (2-ethoxy-4- 
^5 hydroxyphenyDpropanoate (298 mg) , tributylphosphine {603 pj*) 
and tetrahydrofuran (25 ml) was added 1,1"- 

asodicarbonyldipiperidine (611 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel colimn 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:6, volume ratio) - 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature, IN 
Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3- (2-ethoxy" 
-30 4" {3- [3-ethoxy-l- <2-pyridinyl) -lH-"pyrazol-4- 

yl]propoxy}phenyl) propanoic acid (323 mg, yield 61%) * melting 
point: 110-lll^C* 
Exainple 109 

To a mixture of 3- tS-ethoxy-l- {2-pyridinyl) -lH-pyra:sol-4- 
55 yi]^l^propanol (300 mg) , ethyl 3- (4--hydroxy-3- 
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methoxyphenyDpropanoate (29 8 mg) , tributylphosphine (603 |xL) 
and tetrahydrofuran (25 ml) was added l^l'^- 

a^odicarbonyldipiperidine (611 mg) at room temperature and the 
mixtnre was stirred overnight. The reaction solution was 

5 concentrated. The residue was subjected to silica gel column 
chromatography r and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IH .aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 

■^0 ethanol (25 ml) was stirred at room temperature for 5 hours, 
IN Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was . 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3- (4-{3- [3- 
ethoxy-1™ (2-pyridinyl) "-lH-pyrazol-4"yl]propoxy}-3- 
methoxyphenyl) propanoic acid (416 mg, yield 81%). melting 
point: 92»-93'=*C. 
Exasnple 110 

so A mixture of ethyl S-O'-ethoxy-l-- [4- (3-ethoxy-lH-pyrazol- 

4-"yl)butyl]"lH-pyrazol-4-yl}propanoate (680 mg) , sodium 
hydride (60%, in oil, 86.4 mg) and N,N-dimethylf ormamide (20 
ml) was stirred at room temperature for 30 minutes and 2- 
chloro-5-(trifluoromethyl) pyridine (391 mg) was added. After 
stirring the obtained mixture for 7 hours, saturated aqueous 
ammonium chloride solution was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgS04) and concentrated- A mixture of the obtained yellow 

5^ oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 5 hours. IN Hydrochloric acid (25 ml) was 
added and the mixture was extracted with ethyl acetate* The 
ethyl acetate layer was washed with saturated aqueous sodium 

3^ chloride solution, dried (MgS04) and concentrated. The residue 
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was sxabjected -to silica gel column chroma tograpliy , and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-^hexane (1:1, volume ratio) , A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution {1.25 

^ ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
at room temperature for 1 hour, and concentrated. To a mixture 
of the obtained residue and water (50 ml) was added calcium 
chloride (134 mg) dissolved in a small amount of water and the 
mixture was stirred overnight at room temperature. The 
resulting white precipitates were collected by filtration to 
give calcium 3- [3-ethoxy-l- {4-{3-ethoxy-l- IS- 
Ctrif luoromethyl) -2-pyridinyl]-lH"pyrazol~4"-yl} butyl) -IH- 
pyra%ol-4"-yl]propanoate (654 mg, yield 71%) as amorphous. 
^H-NMR (DMSO-de) 6: 1^22 (3H, t, J - 6.9 Hz), 1.36 (3H, t, J - 

^5 6.9 Hz), 1.40 ™ 1.54 (2H, m) , 1.66 - 1.78 {2H, m) , 2.26 - 2.44 
(4H, m) , 2,46 - 2.58 (2H, m) , 3,59 - 3.78 (2H, m) , 4.11 (2H, 
q, J - 6.9 Hz), 4.27 (2H, q, J - 6.9 Hz), 6.93 (IH, s) , 7.71 
(IH, d, J - 8.4 Hz), 7.79 ~ 7.85 (IH, m) , 8.05 (IH, s) , 8.44 - 
8.49 (IH, m) - 
Example 111 

To a mixture of B-iS-ethoxy-l- [4- 
{trif luoromethyl)phenyl]"lH--pyrazol-4-yl}-l-propanol (157 mg) , 
ethyl 3- (S-hydroxy-l-phenyl-lH-pyrazol-S-yl) propanoate (130 
mg) , tributylphosphine (249 yju) and tetrahydrofuran (20 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (252 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:6, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
tenperature. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
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solution, dried (MgS04} and concentrated. The obtained 
colorless oil was recrystallized from ethyl acetate^hexane to 
give 3- [3- {3-{3-ethoxy-l- [4- (trif luoromethyl) phenyl] ~1H- 
pyrazol-4-yl}propoxy) -l-phenyl-lH-pyrazol-S-yl] propanoic acid 
5 (99.5 rag, yield 38%) as colorless crystals, melting point: 
126-127°C. 
Escanple 112 

A mixture of ethyl 3- [2- (benzyloxy) -4- (3-{3-ethoxy-l- [5- 
( trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4" 
yllpropoxy) phenyl] propanoate (250 mg) , IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgSO*) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give 3-12- 

(benzyloxy) -4- (3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyra2ol-4-yl}propoxy) phenyl] propanoic acid (237 

2" mg, yield 99%) as colorless crystals, melting point; 128- 

ISCC. 

Example 113 

To a mixture of 3-{3-ethoxy~l-t4- 
(trifluoromethyl)phenyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , 
25 methyl 3-hydroxyphenylacetate (422 mg) , tributylphosphine (633 
|iL) and tetrahydrofuran {25 ml) was added 1,1'- 
azodicarbonyldipiperidine (641 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

30 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:6, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 5 hours. 

35 IN Hydrochloric acid (25 ml) was added and the mixture was 
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ext:racted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution,, dried 
(HgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [3-{3""{3-™ 
^ ethoxy-1- [4- {trif luoromethyl) phenyl] ^lH"'pyrazol-4- 

yDpropoxy) phenyl] acetic acid {424 mg, yield 74%) > melting 
point: 108-109^0, 
Example 114 

To a mixture of 3-{3-ethoxy-l- [4- 
^0 (trifluoromethyl) phenyl] -lH-pyrazol'-4-yl}-l-propanol (400 mg) , 
methyl 3- {2-ethoxy"4-hydroxyphenyl) propanoate {314 mg) , 
tributylphosphine (633 ^) and tetrahydrofuran (25 ml) was 
added 1^1 '-azodicarbonyldipiperidine (641 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:6, volume ratio). A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran (25 
2^ ml) and ethanol (25 ml) was stirred at room temperature for 5 
hours. IN Hydrochloric acid (25 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give 3- E2-"ethoxy- 
4_ (3-~{3-ethoxy~l-[4-" (trifluoromethyl) phenyl] -"lH-pyrazol-4"- 
yl}propoxy)phenyllpropanoic acid (420 mg, yield 65%) as 
colorless crystals, melting point: 131-132^0. 
Example 115 
30 To a mixture of 3^{3"ethoxy-"l-[4- 

(trifluoromethyl) phenyl] -lH-pyrazol-4-yl}-l-propanol (400 mg) , 
ethyl 3-"(4-"hydroxy-'3'-methoxyphenyl)propanoate (314 mg) , 
tributylphosphine (633 ^L) and tetrahydrofuran (25 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (641 mg) at room 
temperature and the mixture was stirred overnight. The 
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reaction solution was concentrated. The residue was siatojected 
to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:6, volume ratio). A mixture of the obtained oily substance,. 

5 m aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
{25 ml) and ethanol {25 ml) was stirred at room temperature 
for 5 hours. llSf Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 

■20 solution, dried (MgS04) and concentrated. The obtained 

colorless oil was recrystallized from ethyl acetate-hexane to 
give 3- [4- (3-{3--ethoxy-l- [4- (trif luoromethyl) phenyl ]-lH- 
pyrazol-4-yl}propoxy)™3-methoxyphenyl] propanoic acid (423 mg, 
yield 68%) as colorless crystals, melting point: 125-126^0. 
EacaanqplB 116 

To a mixture of ethyl 3- [4- (3-{3""ethoxy-l- IS- 
Ctrif luoromethyl) -2~pyridinyl] "-lE-pyrazol-4-yl}propoxy) -2- 
hydroxyphenyl]propanoate (300 mg) , isopropanol (49.5 jiD, 
tributylphosphine (294 jjJj) and tetrahydrofuran (15 ml) was 

^0 added 1,1 '-azodicarbonyldipiperidine (298 mg) at room 
t^perature and the mixture was stirred overnight* The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

^5 (1:6, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
{25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature, in Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give 3- 

(S-iS-ethoxy-l-lS- (trif luoromethyl) -2-pyridinyl]-lH- 
pyras5ol-4-yl }propoxy ) "-2-isopropoxyphenyl] propanoic acid {76.0 
mg, yield 25%) as colorless crystals* melting point: 104- 
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105OC. 

Exanple 117 

To a mixture of etHyl 3- [4- {3-{3-ethoxY-l- [5- 
(trif luorometliyl) -2-pYridinyl] ~lH-pyrazol-4-Yllpropoxy) -2- 
3 hydroxyplienyllpropanoate (400 mg) , propanol {119 p,L) , 

tributylphosphine (393 ^iL) and tetrahydrofuran (10 ml) was 
added 1 ,l'-azodicarbonyldipiperidine (399 mg) at room 
temperature and the mixture was stirred for 2.5 days. The 
reaction solution was concentrated. The residue was subjected 
3-0 to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:7, volume ratio). A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran (25 
ml) and ethanol (25 ml) was stirred overnight at room 
15 temperature. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO,) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate- hexane to give 3- 
20 [4_ (3-{3-ethoxy-l- [5- (trif luorcmethyl) -2-pyridinyl]"lH- 

pyrazol-4-yl}propoxy)-2-propoxyphenyl] propanoic acid (259 mg, 
yield 63%) as colorless crystals, melting point: 126"127°C. 
Example 118 

To a mixture of ethyl 3- [4- (3-{3-ethoxy-l- 15- 
25 { trif luoromethyl) -2-pyridinyll ~lH-pyrazol-4-yl }propoxy) -2- 
hydroxyphenyllpropanoate (470 mg) , butanol (170 pj.) , 
tributylphosphine (461 ^j^) and tetrahydrofuran (20 ml) was 
added l,l'-aeodicarbonyldipiperidine (467 mg) at room 
temperature and the mixture was stirred overnight. The 
30 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:6, volume ratio) . A mixture of the obtained oily substance, 
IK aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
35 (25 ml) and ethanol (25 ml) was stirred overnight at room 
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temperature. IH Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained white 
^ solid was recrystallized from ethyl acetate-hexane to give 3- 
[2--butoxy-4- O-O'-ethoKy-l- [5- (trif luoromethyl) ~2-pyridinyl] - 
lH-pyra2;ol~-4--yl}propoxy) phenyl] propanoic acid (235 mg^ yield 
47%) as colorless crystals, melting point: 123-124^0. 
B^aniple 119 

10 a mixture of 3- { 3-ethoxy- [5- (trif luoromethyl) -2- 

pyridinyl]-lH'-pyrasol-4~yl}"-l-propanol (463 mg) , methyl (3- 
hydroxy-l^methyl-lH-pyrazol-5-yl) acetate (250 mg) , 
tributylphosphine (728 jiL) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (764 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography;, and a yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio), A mixture of the obtained 
oily substance J. IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature* IN Hydrochloric acid {25 ml) 
was added and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 

25 sodiiam chloride solution, dried (MgS04) and concentrated. The 
obtained pale-yellow crystals were recrystallized from ethyl 
acetate-hexane to give [3- {3-{3-ethoxy"l- [5- (trif luoromethyl) 
2-pyridinyll •"lH-pyrazol-4--yl)propoxy) -l-methyl-lH-pyrazol-S- 
yl] acetic acid (255 rag, yield 39%) as colorless crystals* 
melting point: 151-'152^C. 
Example 120 

To a mixture of { S-propyl-l- [5- {trif luoromethyl) -2- 
pyridyl]'"lH-pyrazol-4""yl}methanol (250 mg) , methyl 3- (4- 
hydroxy"2'-methox3rphenyl) propionate (180 mg) , 
triphenylphosphine (280 mg) and tetrahydrofuran (ID ml) was 
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dropwlse added a 40% solution (460 mg) of diethyl 
azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight • The reaction solution was 
concentrated* The residue was subjected to silica gel column 
^ chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, voltime ratio) • 
A mistture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried {MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2"methoxy-4~ ( {3-propyl-l" 15- 

{trif luoromethyl) -2-pyridyl] ""lH-pyrazol-4'- 

yl}methoxy) phenyl 3 propionic acid (210 mg, yield 53%) . The 
crystals were recrystallized from ethyl acetate-hexane* 
melting point: 153'-154*=»C. 
Exanple 121 

^0 To a mixture of { 3 -propy 1-1- [5- (trif luoromethyl) --2- 

pyridyl] -*lH~pyrazol-4-yl} methanol {410 mg) , ethyl 3~(4- 
hydroxy-2-methylphenyl) propionate {300 mg) , triphenylphosphine 
(450 mg) and tetrahydrofuran (10 ml) was dropwise added a 40% 
solution (750 mg) of diethyl azodicarboxylate in toluene at 

2^ room temperature and the mixture was stirred overnight • The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio)* A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) ^ tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room ternperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 

370 



wo 03/09^793 FCT/JP03/06389 

collected by filtration to give 3- t2-methyl-4- { {3--propyl"l- t5- 
(trif luoromethyl) -'2--pyridyl] "-lH-"pyrazol~4- 

yl}methoxy) phenyl 3 propionic acid (460 mg^ yield 72%). The 
crystals were recrystallized from ethyl acetate-hexane . 
^ melting point: 129'~130*>C. 
Example 122 

To a mixture of {a-methyl-l"- [5- (trif luoromethyl) --2-- 
pyridyl]-lH-pyrasol-4'-yl}methanol (220 mg) , methyl 3~{4- 
hydroxy*-2-methoxyphenyl) propionate (180 mg) , 

0 triphenylphosphine (260 mg) and tetrahydrofuran (10 ml) was 
dropwise added a 40% solution (450 mg) of diethyl 
asodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel coliomn 

^ chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4^ volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and 1^ 

« hydrochloric acid {5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2-methoxy-4-' ( {3-methyl-l- [5- 

5 (trifluoromethyl)--2-pyridyl]-lH-pyrazol-4- 

yl}methoxy) phenyl] propionic acid (220 mg, yield 59%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 15 8-159 ^C. 
Exaiiflple 123 

^ To a mixture of {3-methyl~l^ [5^ (trif luoromethyl) ™2- 

pyridyl]--lH"pyrazol-4-yl}raethanol (380 mg) , ethyl 3-{4- 
hydroxy-2-methylphenyl) propionate (300 mg) , triphenylphosphine 
(450 mg) and tetrahydrofuran (10 ml) was dropwise added a 40% 
solution (450 mg) of diethyl azodicarboxylate in toluene at 

' room temperature and the mixture was stirred overnight. The 
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reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio). A mixture of the obtained oily substance, 

^ IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

' (MgSOfl) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- E2-raethyl-4- ( {3-inethyl-l- [5- 
(trif luoromethyl) ~2-pyridyl] -lH-pyrazol-4- 
yljmethoxy) phenyl] propionic acid {380 mg, yield 63%). The 
crystals were recrystallized from ethyl acetate-hexane. 

' melting point: 144-145°C. 
Bxanple 124 

To a mixture of 3~{3-phenyl-l- [5™ (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl 3- 
hydroxyphenylacetate (200 mg) , tributylphosphine (480 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (500 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSOa) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 13- (3- {3-phenyl-l~ [5- (trif luoromethyl) - 
2~pyridyl 3 ~lH-pyra2ol-4-yl}propoxy) phenyl] acetic acid (520 mg, 
yield 94%) . The crystals were recrystallized frcm ethyl 
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acetate-hexane . mslting point: 132-133'»C. 
Example 125 

To a mixture of 3-{3-phenyl-l- [5- (trifluorcsnethyl) ~2- 
pyridyl3-lH-pyrazol-4-yl}-l-propaiiol (420 mg) , ethyl 3- (3- 
^ hydroxy~l-phenyl-lH-pyra2ol-5-yl) propionate (320 rag) , 

tributylphosphine. (500 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (630 rag) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l-phenyl-S-O-fS-phenyl-l- 
EB- (trifluoromethyl) -2-pyridyl]-lH-pyrazol-4-yl}propoxy) ~1H- 
pyrazol-5-yl] propionic acid (640 rag, yield 94%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
175-17 e^-c. 
Exaxople 126 

To a mixture of 3-{ 3-methy 1-1- [5~ (trifluoromethyl) -2- 
pyridyl]-lH-pyra2:ol-4~yl}-l-propanol (420 mg) , methyl 3- (2- 
ethoxy-4-hydroxyphenyl) propionate (330 mg) , tributylphosphine 
(600 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a . 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
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(5 ml) was stirred at room temperature for 5 hours and IN 
hydroc5hloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried {MgS04) and 
^ concentrated. The obtained colorless crystals were collected 
by filtration to give 3- E2-ethoxy-4- (3-{3-methyl-l- [5- 
{trif luoromethyl) -2-pyridyl] -lH-pyra2ol-4- 

yDpropoxy) phenyl] propionic acid (510 mg, yield 73%) . The 
crystals were recrystallized from ethyl acetate-hexane . 
° melting point: 129~130°C. 
Example 127 

To a mixture of 3- {3-raethyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl 3- 
hydroxyphenylacetate (240 mg) , tributylphosphine (600 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel coltimn 
chromatography, and a colorless oil was obtained from a 
fraction e luted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3- (3-{3-methyl-l- [5- (trif luoromethyl) - 
2-pyridyl]-lH-pyrazol-4-yl}propoxy)phenyl]acetic acid (550 mg, 
yield 93%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 96-970C. 
Example 128 

To a mixture of 3-{3~methyl-l~ [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyra2ol-4-yl}-l-propanol (420 mg) , ethyl 3- (3- 
hydroxy~l-phenyl-lH~pyrazol-5-yl) propionate (390 mg) , 
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tributylphosphlne {600 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (750 mg) at room 
tempera-ture and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
^ to silica gel column chromatography,, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

(1:4,. volume ratio). A mixture of the obtained oily substance 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 

(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3- {3"-{3-methyl-l- [5- 

(trif luoromethyl) ""2-pyridyl] -lH™pyra2ol-4-yl }propoxy) -1- 
phenyl-lH-~pyrazol-5-yl] propionic acid (700 mg, yield 95%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 125-126°C. 
Exaiqple 129 

a mixture of 3""{3-methyl~l- [5- (trif luoromethyl) -2- 
pyridyl]™lH"-pyrazol-4"yl}-l--propanol {420 mg) , ethyl 3- (4- 
hydroxy-3-methoxyphenyl) propionate (330 mg) , tributylphosphlne 

(600 mg) and tetrahydrofuran (30 ml) was added I,.!'- 
azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was s-ubjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution ^ dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
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by filtra-tion to give 3- [3-'methoxy-4- (3-{3~inethyl"-l- [5-- 
{trif luoromethyl) '"2-pyridyl] -lH-pyrazol-4- 

yl}propoxy) phenyl] propionic acid (510 mg, yield 75%) . The 
crystals were recrystallized from ethyl acetate-hexane * 
^ melting point: 1 36-13 7*'C. 
Eacainple 130 

To a mixtnre of 3-{3-methyl™l- [5-- (trif luoromethyl) -2- 
pyridyl]-lH-"pyrazol-4-yl}'^l-"propanol (420 mg) , ethyl 2- {3- 
hydroxyphenoxy) -2-methylpropionate (340 mg) , tributylphosphine 

^ (600 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

^ fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid {5 ml) was added* The mixture was extracted 

^ with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 2-methyl-2-" [3-- (3-{3-methyl'-l- [5- 
f trif luoromethyl) -2"-pyridyl] '-lH-pyrasol-4- 

^ yl}propoxy)phenoxy] propionic acid (520 mg, yield 76%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 107-108°C. 
Example 131 

To a mixture of 3- {3-ethoxy-l^ [5- (trif luoromethyl) "-2- 
° pyridyl3'-lH-pyrazol-4-yl}-l-propanol (460 mg) , ethyl 3-- 
hydroxy'-'4-methoxyphenylacetate (310 mg) , tributylphosphine 
(600 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
^ concentrated. The residue was subjected to silica gel column 
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chromatography^ and a colorless oil was obtained from a 
fraction eluted vfith ethyl acatate-hexane (1:4^ volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution {5 ml) ^ tetrahydrofuran (5 ml) and ethanol 

^ (5 ml) was stirred at room temperature for 5 hours and IN 

hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution^ dried (MgSOa) and 
concentrated. The obtained colorless crystals were collected 

^ by filtration to give [3- {3-{3-ethoxy-l» [5- (trifluoromethyl) -~ 
2-pyridyl] ~lH-pyrazol--4^yl }propoxy) -"4-methoxyphenyl] acetic 
acid (560 mg, yield 80%) . The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 142'-143^C. 
is^ample 132 

^ To a mixture of 3'-{3--ethoxy-l- 15~ (trif luoromethyl) -~2- 

pyridyl]-lH'-pyrazol~4-yl}-l-propanol (400 mg) , methyl 2- 
hydroxy-5-methoxyphenylacetate (250 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 

0 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IKT aqueous sodium 

^ hydroxide solution {5 ml) , tetrahydrofuran (5 ml) and methanol 
C5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried {MgS04) and 

* concentrated. The obtained colorless crystals were collected 
by filtration to give [2- (3-{3"ethoxy--l- 15- (trif luoromethyl) - 
2--'pyridyl] ~lH™pyrazol-4-yl Jpropoxy) -S^-methoxyphenyl] acetic 
acid (560 mg, yield 92%). The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 138-139°C, 

' Example 133 
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To a mixture of 3-{3~phenyl-l-[5- (trifluoromethyl)-2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl 2- (3- 
hydroxyphenoxy) -2~methylpropionate (260 mg) , tributylphosphine 
(480 mg) and tetraiiydrofuran (30 ml) was added 1,1'- 
^ azodicarbonyldipiperidine (600 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 2-m6thyl~2- [3- (3~{3-phenyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yl}propoxy)phenoxy] propionic acid (540 mg, yield 80%) . The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 141-142oC. 
Exasnple 134 

To a mixture of 3-{3~phenyl-l- [5- (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl 2- 
hydroxyphenylacetate {240 mg) , tributylphosphine (600 mg) and 
tetrahydrofuran (30 ml) was added 1,1 

azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
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with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried {MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2- (3-{3-phenyl-l- [5- {trif luoromethyl) - 
^ 2-pyridyl]-lH-pyrazol-4-yl}propoxy) phenyl] acetic acid (510 mg, 
yield 74%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 133-134°C. 
Example 135 

To a mixture of 3-{3-ethoxy-l-t5- (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl)-l-propanol (400 mg) , methyl (3- 
hydroxy-l"methyl~lH-pyra2ol-4-yl) acetate (220 mg) , 
tributylphosphine {520 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (650 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give C3- {3~{3-ethoxy-l- [5- 
( trifluoromethyl) -2-pyridyl] -lH-pyrazol-4-yl }propoxy) -1- 
methyl-lH-pyra2ol"4-yl] acetic acid (440 mg, yield 76%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 115~-116°C. 
Example 136 

To a mixture of 3- {3-ethoxy-l- [5- (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (3- 
hydroxy-l-phenyl-lH-pyrazol-4-yl) acetate (300 mg) , 
tributylphosphine (520 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 -azodicarbonyldipiperidine {650 mg) at room 
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temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

^ (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at rooiii temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 

'0 washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 13- (3-{3-ethoxy-l" [5- 
(trif luoromethyl) -2-pyridyl] ~lH-pyrazol-4~yl )propoxy) -1- 
phenyl-lH-pyrazol-4-yl] acetic acid (580 mg, yield 89%). The 
crystals were recrystallized frcan ethyl acetate-hexane . 
melting point: 117~118«>C. 
Exaniple 137 

To a mixture of methyl {2- [4- (3-ethoxy-lH~pyrazol-4- 
yDbutoxy 3 phenyl} acetate {550 mg) , 2-chloro-5- 
(trif luoromethyl) pyridine (300 mg) and N,ll-dimethylf ormaraide 
(5 ml) was added sodium hydride (60%, in oil, 70 rag) at 0°C, 
and the mixture was stirred overnight at room temperature. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOa) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:4, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and 
methanol (5 ml) was stirred at room temperature for 5 hours 
and IN hydrochloric acid (5 ml) was added. The mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
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collected by filtration to give [2- (4-{3'"ethoxy-l'" [5- 
( trif luoromethyl) -2--pyriciyl3 --lH'-pyra2:ol-4- 

yl}butoxy)phenyl]acetic acid (100 mg, yield 13%). The crystals 
were recrystallised from ethyl acetate-hexane . melting point: 
^ 109-llO^C. 
Eacample 138 

A . mixture of methyl {2- [4- (3-"ethoKy'-lH-"pyra2ol-4- 
yl)bt^toxy]phenyl}acetate (1.52 g) , 4- 

{trif luoromethyl) phenylboric acid (1,74 g) , copper (II) acetate 

0 (1.25 g) , pyridine (0.67 ml) and N,N~dimethylf ormamide (20 ml) 
was stirred at room temperature for 3 days. The reaction 
mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

^ (MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:4, volume 
ratio). A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (10 ml) , tetrahydrofuran (10 ml) and 

0 methanol (10 ml) was stirred at room temperature for 1 hour. 
IN Hydrochloric acid (10 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated- A mixture of the obtained oily 

^ substance, IM aqueous sodium hydroxide solution {4 ml) and 
methanol (5 ml) was stirred at room temperature for 30 
minutes. After concentration, water {15 ml) was added. A 
solution of calcium chloride (350 mg) in water (5 ml) was 
slowly added while stirring the mixture at room temperature. 

' The obtained colorless amorphous was removed by filtration to 
give calcium [2- (4»{3-ethoxy-l- [4- (trif luoromethyl) phenyl] -IH- 
pyra!2ol-4"'yl}butoxy) phenyl] acetate (830 mg, yield 38%). 
ExanpXe 139 

To a mixture of 3- {3-ethoxy-l^ 15-- (trif luoromethyl) -2-- 
' pyridyl]-lH-pyra2:ol-'4-'yl}"'l"-propanol (400 mg) , methyl 5- 
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chloro-2~hydroxyphenylacetate (260 tag) , tributylphosphine (520 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
^ concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained frcan a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [5~chloro-2- {3-{3~ethoxy-l- {5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrasol-4- 
yl}propoxy) phenyl] acetic acid (580 mg, yield 94%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 130-131°C. 
Example 140 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3-(2~ 
hydroxy-5-methoxyphenyl) propionate (290 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (550 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
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concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2- {3-{3-ethoxy-l- [5- 
(trifllaoromethyl) -2-pyridyl3-lH-pyra2ol-4-yl}propoxy) -5- 
methoxyphenyl] propionic acid {470 mg, yield 75%) . The crystals 
5 were recrystallized from ethyl acetate-hexane . melting point: 
104~105«>C. 
Bxainple 141 

To a mixture of 3-{3--methyl-l-E5- (trifluoromethyl) -2- 
pyridyl]-lH"pyrazol-4-yl}-l-propanol (400 mg) , methyl 2- 
° hydroxyphenylacetate (240 rag) , tributylphosphine (580 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (720 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

^ chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 

' hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2- {3-{3~methyl-l- [5- (trif luoromethyl) - 
2-pyridyl]-lH-pyrazol-4~yl}propoxy) phenyl] acetic acid (410 mg, 
yield 70%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 128-129°C. 
Es^aaapl.& 142 

To a mixture of 3-{3~ethoxy-l-I5- (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (300 mg) , methyl 2- 
hydroxy-4-methoxyphenylacetate (190 mg) , tributylphosphine 
(400 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (510 mg) at room t^perature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
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chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2^ (3-^{3-ethoxy-l- [5- (trifluoromethyl) 
2"-pyridyl3 -"lH-™pyrazol""4-yl Ipropoxy) -4-methoxyphenyl] acetic 
acid (310 mg, yield 68%) . The crystals were recrystallized 
from ethyl acetate--hexane . melting point: 147-148^C. 
Example 143 

To a mixture of 3-{3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]'-lH-pyrazol-"4-yl}-l^propanol (300 mg) , ethyl 3--{2- 
hydroxy'--4-methoxyphenyl) propionate (220 mg) , tributylphosphine 
(400 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography^ and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried {MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2- (3- {3-ethoxy-l- [5- 
(trifluoromethyl) -2"pyridyl]-lH«pyrazol-4-"yl}propoxy) -4-- 
methoxyphenyl] propionic acid (340 mg, yield 73%) . The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
115-116^C. 
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To a mixture of 3-{3~ethoxy-l- [5- {trifluoromethyl) -2- 
pyridyl]-3.H-pyrazol-4-yl}-l-propanol {300 mg) , methyl 3- (2- 
hydroxyphenyl) propionate (180 mg) , tributylphosphine {400 mg) 
and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (.5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSOfl) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2- {3-{3~ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl3 -lH-pyrazol-4- 

yDpropoxy) phenyl] propionic acid (360 mg, yield 82%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 93-94°C. 
Example 145 

To a mixture of 3- {3-ethoxy-l~ [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol~4-yl}-l-propanol (300 mg) , ethyl 3- (2- 
hydroxy-3-methoxyphenyl) propionate (220 mg) , tributylphosphine 
(400 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
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hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl- acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSOa) and 
concentrated. The obtained colorless crystals were collected 

^ by filtration to give 3-[2~ (S-iS-ethoxy-l-rs- 
itrif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl }propoxy) -3- 
raethoxyphenyl] propionic acid (360 mg, yield 77%) . The crystal: 
were recrystallized from ethyl acetate-hexane . melting point: 
87-88«C. 

^ ESEaiii>le 146 

To a mixture of 3-{3-ethoxy-l- [5- {trif luoromethyl) -2- 
pyridyl]-lH-~pyrazol~4-yl}~l-propanol (300 rag), methyl (2- 
hydroxy-3-methoxyphenyl) acetate (200 mg) , tributylphosphine 
(400 rag) and tetrahydrofuran (30 ml) was added 1,1'- 

^ azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 

' A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 

' saturated aqueous sodium chloride solution, dried (MgSOa) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2~ {3-{3-ethoxy-l- [5- (trif luoromethyl) - 
2-~pyridyl] -lH-pyra2ol-4-yl }propoxy) -3-methoxyphenyll acetic 
acid (190 mg, yield 42%) . The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 122-1230C. 
Sxainple 147 

To a mixture of {3-propyl-l- 15- (trifluoromethyl) -2- 
pyridyl3-lH-pyrazol-4-yl}methanol (300 mg) , methyl 3- 
hydroxyphenylacetate (190 mg) , tributylphosphine (430 rag) and 
tetrahydrofuran (30 ml) was added 1,1'- 
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azodicarbonyldipiperidine {550 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel col-umn 
chromatography, and a colorless oil was obtained from a 
^ fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3- { {3-propyl~^l" [5- (trif luoromethyl) -2-- 
pyrldyl]-lH~pyraEol-4-yl}methoxy) phenyl] acetic acid (340 mg, 
yield 77%) . The crystals were recrystallized from ethyl 
acetate-hexane, melting point: 77"-78^C. 
Exainple 148 

To a mixture of 3- {B-ethoxy-l-- [5- (trif luoromethyl) -2- 
pyridyl]~lH-pyra%ol-4-yl}--l-'propanol (300 mg) , ethyl 3-(2- 
hydroxy-6-methoxyphenyl) propionate (220 mg) , tributylphosphine 
(400 mg) and tetrahydrofuran (30 ml) was added 1,1''- 
azodicarbonyldipiperidine {510 mg) at room temperature and the 
mixture was stirred overnight • The reaction solution was 
concentrated. The residue was subjected to silica gel colmtm 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
^0 hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3'- [2- (S-O-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl] "•lH-pyrazol-4-yl }propoxy) ^6- 
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methoxyphenyl] propionic acid (170 mg, yield 36%) . The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
llO-lll^C. 
Exanple 149 

To a mixture of {3--methyl--l- [5- (trif luoromethyl) -^2- 
pyridyl3-lH"-pyrazol-4-yl}methanol (300 mg) , methyl 3- 
hydroxyphenylacetate (250 mg) , tributylphosphine (480 mg) and 
tetrahydrofuran (30 ml) was added l,!'"- 

azodicarbonyldipiperidine (600 mg) at room temperature and the 
mixture was stirred overnight • The reaction solution was 
concentrated* The residue was subjected to silica gel column 
chromatography^ and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) • 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3- { {3-methyl-l- [5- {trif luoromethyl) -2- 
pyridyl] ■"lH-pyrazol-4-yl}methoxy) phenyl] acetic acid {330 mg, 
yield 72%) , The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 142-143^0. 
Example 150 

To a mixture of 3-{3-ethoxy-l- [5- (trifluoromethyl) --2- 
pyridyl]-lH-pyrazol-4--yl)-^l'-propanol (400 mg) , ethyl 3'-(4"- 
hydroxy-3-methoxyphenyl)propanoate (310 mg) , tributylphosphine 
(530 mg) and tetrahydrofuran (30 ml) was added 1^1 '^-^ 
azodicarbonyldipiperidine {650 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-^hexane (1:4|. volume ratio). 
A mixture of the obtained oily substance,. IN aqueous sodium 
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hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 lal) was stirred at rocMti teittperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate- The ethyl acetate layer was 
^ washed with saturated aqueous sodium chloride solution, dried 
(MgSOfl) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4- (3-{3~ethoxy~l- 15- 
{trif luoromethyl) -2~pyridyl] -lH-pyrazol-4-yl }propoxy) -3~ 
raethoxyphenyl] propanoic acid {440 mg, yield 69%) . The crystals 
were recrystallized from isopropyl ether-hexane . melting 
point: 131-1320C. 
Sxasaple 151 

A mixture of methyl 3-r2-ethoxy-4- (S-iS-hydroxy-l-JS- 
Ctrif luoromethyl) -2-pyridylI -lH-pyrazol-4- 
yljpropoxy) phenyl 3 propanoate {500 mg) , IN aqueous sodium 
hydroxide solution {3 ml) , tetrahydrofuran {5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and 
concentrated. IN Hydrochloric acid (3 ml) was added and the 
obtained colorless crystals were collected by filtration, 
washed with water and acetonitrile and dried to give 3--[2- 
ethoxy-4~ (3-{3-hydroxy-l- [5- (trif luoromethyl) -2-~pyridyl] -IH- 
pyrazol-4~-yl}propoxy) phenyl] propanoic acid (470 rag, yield 
97%) . melting point: 192-194°C. 
Example 152 

To a mixture of methyl 3~ [2-ethoxy-4- (3-(3-hydroxy-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yl}propoxy) phenyl 3 propanoate (600 mg) , methyl iodide (0.11 ml) 
and N,N~dimethylformamide (6 ml) was added sodium hydride 
{60%, in oil, 58 mg) at 0°C and the mixture was stirred at room 
temperature for 2 hours. The reaction mixture was poured into 
water, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSOfl) and concentrated. The residue was 
subjected to silica gel column chromatography, and colorless 
crystals were obtained from a fraction eluted with ethyl 
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acetate-hexane (1:4, volume ratio). A mixture of the obtained 
crystals, IN aqueous sodium hydroxide solution (1.5 ml), 
tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (1.5 ml) was 
added, and the mixture was extracted with ethyl acetate* The 
ethyl acetate layer was washed with saturated aqueous sodiiam 
chloride solution, dried {MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3- t2-ethoxy-4- (3-{3~methoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-"pyra2ol"4-yl}propoxy) phenyl] propanoic acid (350 
mg, yield 58%) . The crystals were recrystallized from 
isopropyl ether, melting point: 145-146*C. 
Exainple 153 

To a mixture of methyl 3- [2-'ethoxy"'4-' {3-{3--hydroxy"-l- t5-- 
(trif luoromethyl) -2-pyridyl] -lH•-pyrazol-4'- 
yl}propoxy)phenyl]propanoate (600 mg) , 1-iodopropane (0.14ml) 
and N,N-dimethylformamide (6 ml) was added sodium hydride 
(60%, in oil, 58 mg) at 0**C and the mixture was stirred 
overnight at room temperature. The reaction mixture was poured 
into water, and extracted with ethyl acetate* The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and 
colorless crystals were obtained from a fraction eluted with 
ethyl acetate-hexane (1:5, volume ratio). A mixture of the 
obtained crystals, IN aqueous sodium hydroxide solution (1.5 
ml) , tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at 
room temperature for 5 hours. IN Hydrochloric acid (1.5 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3~ [2-ethoxy-4^ {3-{3-propoxy-l~ [5-- (trif luoromethyl) 
pyridyl]--lH-pyrazol-4-yl}propoxy) phenyl] propanoic acid (380 
mg, yield 60%) . The crystals were recrystallized from 
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isopropyl ether, melting point: 112-113°C- 
Sacatnple 154 

To a mixture of methyl 3- [2"-ethoxy"-4- {3-{3-hydroxy-l-- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol""4~ 
^ yDpropoxy) phenyl Ipropanoate (600 mg) , 2-propanol {0.15 ml), 
triphenylphosphine (480 mg) and tetrahydrofuran (10 ml) was 
added diisopropyl azodicarboxylate (370 mg) at room 
temperature and the mixture was stirred for 3 hours. The 
reaction solution was concentrated* The residue was subjected 
to silica gel column chromatography, and colorless crystals 
were obtained from a fraction eluted with ethyl acetate-hexane 
{1:6, volume ratio) . A mixture of the obtained crystals, IH 
aqueous sodium hydroxide solution {2 ml) , tetrahydrofuran (4 
ml) and methanol (4 ml) was stirred at room temperature for 5 
hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [2-ethoxy-^4" (3-{3-' 
isopropoxy-'l- [5- (trif luoromethyl) -2-pyridyl] -lH-pyra2ol-4'- 
yl}propoxy) phenyl] propanoic acid (520 mg, yield 82%). The 
crystals were recrystallized from isopropyl ether* melting 
point: 128-129«C. 
Exaiiple 155 

To a mixture of methyl 3- [2-ethoxy-4-- {3~{3«-hydroxy-l- [5-- 
(trif luoromethyl) -2~pyridyl] -lH'-pyrazol-4- 

yDpropoxy) phenyl] propanoate (600 mg) , l-^iodobutane (0.17 ml) 
and ISI,N'-dimethylformamide (6 ml) was added sodium hydride 
(60%, in oil, 58 mg) at O'C and the mixture was stirred 
overnight at room temperature. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and 
colorless crystals were obtained from a fraction eluted with 
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etJiyl acetLate-hexane (1:5^ volume ratio) . A mixture of the 
obtained crystals, IN aqueous sodium hydroxide solution (1.5 
ml) , tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at 
room temperature for 5 hours. IN Hydrochloric acid (1.5 ml) 

^ was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgSO^) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3- [4-» (S-O-butoxy-l- [5- {trif luoromethyl) --2-pyridyl] ^IH- 

° pyrazol-4"-yl}propoxy)-'2~ethoxyphenyl] propanoic acid (320 mg, 
yield 49%) . The crystals were recrystallized from isopropyl 
ether, melting point: 102-103°C. 
Escaniple 156 ' 

A mixture of methyl 3- [4- (3"{3-ben2:yloxy--l- [5- 

^ (trif luoromethyl) -2-pyridyl] -lH'-'pyra%ol-4^yl }propoxy) -2- 

ethoxyphenyljpropanoate (600 mg) , IN aqueous sodium hydroxide 
solution (1,5 ml), tetrahydrofuran (4 ml) and methanol (4 ml) 
was stirred at room temperature for 5 hours. IN Hydrochloric 
acid (1.5 ml) was added ^ and the mixture was extracted with 

^ ethyl acetate. The ethyl acetate layer was washed with 

saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [4- {3-{ 3-benzyloxy-l- [5- 
(trif luoromethyl) "2-pyridyl] -lH-pyrazol-4'-yl}propoxy) -2- 

^ ethoxyphenyl] propanoic acid (380 mg, yield 65%) . The crystals 
were recrystallized from isopropyl ether, melting point: 106- 
107^C. 

Example 157 

To a mixture of 3- { S-propyl-l- [5- (trif luoromethyl) -2- 
' pyridylI"-lH-pyrazol-4-yl}-l-propanol (500 mg) , ethyl 2-{4'- 
hydroxyphenyl)-2-methylpropanoate (370 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
' concentrated. The residue was subjected to silica gel column 
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chromatography, and a colorless oil was obtained frc«n a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, 4N aqueous sodium 
hydroxide solution {1 ml) and methanol (10 ml) was refluxed 
^ for 15 hours. After cooling, IN Hydrochloric acid (5 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 2~methyl-2~ [4- (3-{3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}propoxy) phenyl] propanoic acid (250 
mg, yield 54%). The crystals were recrystallized from hexane. 
melting point: 84-85oC. 
Exaiqple 158 

^ To a mixture of 3-{3-ethoxy~l- [5- (trif luoromethyl) ~2- 

pyridyl]-lH-pyrazol-4-yl}™l-propanol (500 mg) , ethyl 2- (4- 
hydroxyphenyl)-2-methylpropanoate (360 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, 4N aqueous sodium 
hydroxide solution (1 ml) and methanol (10 ml) was refluxed 
for 15 hours. After cooling, IN hydrochloric acid (5 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated to give 2- [4- 
(3-{3-ethoxy-l~[5- (trif luoromethyl) ~2-pyridyl] -lH-pyra2ol-4- 
yDpropoxy) phenyl] -2-methylpropanoic acid (410 mg, yield 84%) 
as a yellow oily substance. 

(CDCl3)6: 1.40 (3H, t, J=7 . 1 Hz), 1.58 (6H, s) , 2.08 
{2H, quintet, J-7 . 3 Hz), 2.60 (2H, t, J=7.4 Hz), 3.99 (2H, t, 
J=6.2 Hz), 4.34 (2H, q, J=7 . 1 Hz), 6.84-6.89 (2H, m) , 7.28- 
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7.33 {2H, m) , 7.81 (IH, d, J=8.8 Hz), 7.90 (IH, dd, J=8.7, 2.3 
Hz), 8.19 (IH, s) , 8.54-8.56 {IH, m) . 
Exaiople 159 

To a mixture of 3-{3-propyl-l- [5- {trif luoromethyl) -2- 
5 pyridyl]~lH-pyrazol-4-yl}-l-propanol (500 rag) , methyl 2- (3- 
hydroxyphenyl)~2-methylpropanoate (370 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, 4N aqueous sodium 
hydroxide solution (1 ml) and methanol (10 ml) was refluxed 
for 15 hours. After cooling, IN hydrochloric acid (5 ml) was 
added to the reaction mixture, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 2-raethyl-2- [3- (3-{3-propyl-l- [5- 
{ trif luoromethyl) -2-pyridyl] -lH-pyrazol~4- 

yDpropoxy) phenyl] propanoic acid (320 mg, yield 42%). The 
crystals were recrystallized from hexane. melting point: 82- 
83°C. 

Example 160 

To a mixture of 3- { 3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl 2-{3- 
hydroxyphenyl)-2~methylpropanoate (370 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, 4N aqueous sodium 
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hydroxide solution (1 ml) and methanol {10 ml) was refluxed 
for 15 hours. After cooling, IN hydrochloric acid (5 ml) was 
added to the reaction mixture, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
•5 saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 2- [3- {3-{3-ethoxy-l-[5- 
(trif luoromethyl) -2-pyridyl] -lH-pyra2ol-4-yl }propoxy) phenyl] - 
2-methylpropanoic acid (420 mg, yield 87%) . The crystals were 
recrystallized from hexane. melting point; 131-132°C. 
Example 161 

A mixture of ethyl 3- [4- (3- {3-ethoxy-l- tS- 
Ctrif luoromethyl) -2-pyridyl] ~lH-pyrazol-4-yl }propoxy) -3- 
hydrox^rphenyllpropanoate (500 mg) , IN aqueous sodium hydroxide 
solution (3 ml) , tetrahydrofuran (4 ml) and methanol (4 ml) 
was stirred at room t^perature for 5 hours. IN Hydrochloric 
acid (3 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [4- (3-{3~ethoxy-l~ [5- 
(trifluoromethyl) -2-pyridyl] -lH-pyrazol~4-yl}propoxy) -3- 
hydroxyphenyl] propanoic acid (330 mg, yield 75%) . The crystals 
were recrystallized from isopropyl ether, melting point: 124- 
125''C. 

Example 162 

A mixture of ethyl 3- [4- (3- {3-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl}propoxy) -3- 
hydroxyphenyl ] propanoate (500 mg) , potassium carbonate (160 
mg) , iodoethane (0.3 ml) and N,N-dimethylf ormamide (8 ml) was 
stirred overnight at room temperature. The reaction mixture 
was poured into water, and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and 
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colorless crystals were obtained from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). A mixture of the 
obtained crystals, IH aqueous sodium hydroxide solution (1.5 
ml) , tetrahydrofuran (4 ml) and methanol (4 mi) was stirred at 
^ room temperature for 5 hours. IN Hydrochloric acid (1.5 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3-[3-ethoxy^4-{3-{3-ethoxy-l-[5"(trifluoromethyl)"2"" 
pyridyl]""lH--pyrazol-4-yl}propoxy) phenyl] propanoic acid (370 
mg, yield 75%) . The crystals were recrystallised from 
isopropyl ether-hexane , melting point: 114-1150C. 
Exanple 163 

A mixture of ethyl 3- [4- (3""{3-ethoxy™l- [5- 
(trif luoromethyl) -2-pyridyl] ~lH-pyra%ol-4-yl }propoxy) -3- 
hydroxyphenyl]propanoate (500 mg) , potassium carbonate (160 
mg) , l--iodopropane (0.2 ml) and N,N-dimethylf orinamide (8 ml) 
was stirred overnight at room temperature. The reaction 
mixture was poured into water, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried {MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and colorless crystals were obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained crystals, IN aqueous sodium 
hydroxide solution {1.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (1,5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3™ [4- (3- {3~ethoxy~l- [S^- 
ttrif luoromethyl) -2'-pyridyl] -~lH-pyrazol-4-yl)propoxy) -3-- 
propoxyphenyl] propanoic acid (440 mg, yield 86%) . The crystals 
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were recrystallized from isopropyl e-ther-hexane . melting 
point:: 106"107°C, 
EKample 164 

To a mixture of ethyl 3- [4- (3-{3-ethoxy-l- [5- 
^ (trif luoromethyl) -2-pyridyl] -lH"'pyrazol-4«"yl }propoxy) -3- 
hydroxyphenyllpropanoate (200 mg) , 2-propanol (0.11ml), 
tributylphosphine (400 mg) and tetrahydrofuran (30 ml) was 
added 1 1 ' -azodicarbonyldipiperidine (500 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The, residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-^hexane 
(1:4, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (1.5 ml), tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
15 hours. IN Hydrochloric acid (1.5 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained 
^0 colorless crystals were collected by filtration to give 3-[4-~ 
(3-{3-ethoxy-l- [5- (trif luoromethyl) -2-™pyridyl] -"lH-pyrazol-4- 
yl}propoxy)-3~isopropoxyphenyl] propanoic acid {320 mg, yield 
62%) . The crystals were recrystallised from isopropyl ether- 
hexane* melting point: 9 3-9 4*^0 . 
EataBnple 165 

A mixture of ethyl 3- [4- (3-{3-ethoxy"l- [5~ 
{trif luoromethyl) -2-pyridyl] -lH-pyrazol~4~yl}propoxy) -3- 
hydroxyphenyl]propanoate (500 mg) , potassium carbonate (160 
mg) , 1-iodobutane (0,3 ml) and N,N-dimethylfonnamide (8 ml) 
was stirred overnight at room temperature. The reaction 
mixture was poured into water, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and colorless crystals were obtained from a 
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fraction eluted with ethyl acetate-hexane (1:4, volume ratio), 
A mixture of the obtained crystals, IN aqueous soditun 
hydroxide solution (1,5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hoiars. 
^ IN Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- I3"-butoxy«'4"- (3--{3-ethoxy-l-™ 
° [5-- (trif luoromethyl) ~2"-pyridyl3 -lH-pyrazol-4'" 

yllpropoxy) phenyl] propanoic acid (450 mg, yield 86%). The 
crystals were recrystallized from isopropyl ether-hexane . 
melting point: 92-"93«*C, 
Example 166 

A mixture of ethyl 3-- [3'"benzyloxy-4-" (3-{3-ethoxy--l^ [5-- 
(trif luoromethyl) -2-pyridyl 3 ""lH-pyrazol-4- 
yDpropoxy) phenyl 3 propanoate (665 mg) , IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours, m 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- t3-benzyloxy-4~ (3-»-{3~ethoxy- 
1- [5- (trif luoromethyl) ™2-pyridyl] "•lH-pyrazol-4- 
yl}propoxy) phenyl] propanoic acid (460 mg^ yield 71%). The 
crystals were recrystallized from isopropyl ether, melting 
point: llS^-lie^'C. 
EKsingple 167 

To a mixture of 3™ {S-ethoxy^-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}--l-"propanol (500 mg) , ethyl 3-{3-- 
hydroxy-'S-methoxyphenyl) propanoate (380 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight • The reaction solution was 
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concentrated. The residue was subjected to silica gel column 
chromatography^ and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance^ IN aqueous sodium 

^ hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [5- (S-iS-ethoxy-l- [5- 
(trifluoromethyl) -2"-pyridyl3 "•lH-pyrazol-4'-yl }propoxy) --3- 
methoxyphenyl] propanoic acid (430 mg, yield 55%) . The crystals 
were recrystallisied from isopropyl ether-hexane , melting 

^ point: 

fiscample 168 

To a mixture of 3--{3-ethoxy-l~ [5- (trifluoromethyl) --2- 
pyridyl]-lH-pyrazol-4--yl}-«l-propanol (500 mg) ^ methyl 3-- 
hydroxy-5-methoxyphenylacetate (345 mg) , tributylphosphine 

^ (650 mg) and tetrahydrofuran {30 ml) was added l^l'- 

azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight^ The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

^ fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution {2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid (2 ml) was added and the mixture was 

° extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [5- (S-IS-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl] '-lH-pyrazol-4-yl}propoxy) -3- 

^ methoxyphenyl] acetic acid (370 mg, yield 49%). The crystals 
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were recrystallized from isopropyl ether, melting point: 125- 
1260C. 

Example 169 

To a mixture of 3-{3-propyl-l-I5-(trifluoromethyl)-2- 
^ pyr±dyl]-lH-pyrazol-4-yl>-l-propanol (500 mg) , methyl 3- 
hydroxy~5-methoxyphenylacetate (345 mg) , tributylphosphlne 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-methoxy-5- (S-IS-propyl-l- 
ES- (trif luoromethyl) -2"pyridyl3 -lH-pyra2ol-4- 
yl}propoxy) phenyl] acetic acid (410 mg, yield 54%) . The 
crystals were recrystallized from isopropyl ether, melting 
point: 139-140°C. 
Example 170 

To a mixture of 3- {S-benzyloxy-l- [5- (trif luoromethyl) -2- 
pyridyl3-lH-pyrazol-4-yl}-l-propanol (9.04 g) , methyl 3-(2~ 
ethoxy-4-hydroxyphenyl)propanoate (6.42 g), triphenylphosphine 
(7.51 g) and tetrahydrofuran (150 ml) was added diisopropyl 
azodicarboxylate (5.79 g) at room ten^erature and the mixture 
was stirred overnight. The reaction solution was concentrated. 
The residue was subjected to silica gel coliaran chromatography, 
and was obtained from a fraction eluted with ethyl acetate- 
hexane (1:5, volume ratio), methyl 3- [4- (3-{3-benzyloxy-l- [5- 
(trif luoromethyl) -2-pyridyl3 -lH~pyrazol-4-yl }propoxy) -2- 
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ethoxyphenyllpropanoate (13.03 g, yield 94%) as a pale-yellow 
oily substance, 

=^H-NMR (CDCl3)8t 1.39 (3H, J=7 . 0 Hz), 2.08 (2H, quintet, 
J=7.2 Hz), 2.55-2.66 (4H, m) , 2.86 (2H, t, J=7.7 Hz), 3.65 
S (3H, s), 3.93-4.00 (4H, m) , 5.35 (2H, s) , 6.35 (IH, dd, J=8.3, 
2.4 Hz), 6.40 {IH, d, J-2.4 Hz), 7.00 (IH, d, J=8-3 Hz), 7.31- 
7.49 (5H, m) , 7.84 {IH, d, J=8.8 Hz), 7.91-7.95 (IH, m) , 8.22 
(IH, s) , 8.55-8.57 (IH, m) . 
Bxanple 171 

° A mixture of methyl 3-[4- (3-{3-benzyloxy-l- [5- 

(trif luoromethyl) -2-pyridyl] -lH~pyrazol-4-yl}propoxy) -2- 
ethoxyphenyllpropanoate (12.67 g) , 5% palladium-carbon (1.3 g) 
and ethanol (150 ml) was stirred overnight at room temperature 
under a hydrogen atmosphere. Palladium-carbon was removed by 

^ filtration and the filtrate was concentrated to give methyl 3-- 
t2-ethoxy-4- (3-{3~hydroxy-l- [5- (trif luoromethyl) ~2-pyridyl] - 
lH-pyra2ol-4-yl}propoxy) phenyl] propanoate as colorless 
crystals, melting point: 147-148<'C. 
lBxsaispl& 172 

° To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 

pyridyl]-lH-pyrazol-4~yl}-l-propanol (3.00 g) , ethyl 3-(3- 
ben2yloxy-4-hydroxyphenyl)propanoate (2.90 g) , 
tributylphosphine (3.84 g) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (4.80 g) at room 

^ temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and ethyl 3- [3~benzyloxy- 
4- (3- { 3~ethoxy-l- [5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl ]propanoate (4.14 g, yield 73%) was obtained 

' as a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:4, volume ratio). 

^H-NMR (CDCl3)5: 1.22 (3H, t, J=7 . 1 Hz), 1.40 (3H, t, J=7.1 
Hz), 2.13 (2H, quintet, J«6.9 Hz), 2.57 (2H, t, J=7.8 Hz), 
2.64 (2H, t, J=7.4 Hz), 2.86 (2H, t, J=7.8 Hz), 4.07 (2H, t, 
' J=6.3 Hz), 4.11 (2H, q, J=7 . 1 Hz), 4.35 (2H, q, J=7.1 Hz), 
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5.11 {2H, s) , 6.68 (IH, dd, 1.8 Hz), 6.76 {IH, d, 

Hz), 6.84 (IH, d, J«8-1H2), 7. 27-7,47 (5H, m) , 7.80 (IH, d, 
J-8.8 Hz), 7.90 (IH, dd, Cr=8.7, 2.3 Hz), 8.19 (IH, 3), 8.53- 
8,55 {IH, m> , 
^ Escaiqple 173 

A mixture of ethyl 3- [3-ben2yloxy-4" (3-{3-ethoxy--l- [5- 
(trif luoromethyl) --2--pyrldyll -lH-pyrazol-4- 

yDpropoxy) phenyl] propanoate (4.14 g) , 5% palladium-carbon 
(0,4 g) , tetrahydrofuran (25 ml) and ethanol {25 ml) was 
stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3-" [4- (3~{3-ethoxy-l- [5- 
(tr if luoromethyl) -2-pyridyl]-lH-pyrazol-4-yl }propoxy) -3- 
" hydroxyphenyl]propanoate (3.25 g, yield 92%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
chloroform (1:20, volume ratio) . melting point: 92-93^C. 
Example 174 

To a mixture of 3- {S-ethoxy-l- [5- {trif luoromethyl) -2- 
20 pyridinyl]-lH-pyrazol-4-yl}-l--propanol (2.69 g) , ethyl 3- {2^ 
(benzyloxy)-4'-hydroxyphenyl]propanoate (2.56 g) , 
tributylphosphine (4.24 ml) and tetrahydrofuran (180 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (4*29 g) at room 
temperature and the mixture was stirred for 3 days. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and ethyl 3-[2- 
(benzyloxy) -4- (3"-{3-ethoxy-l- [5^ (tr if luoromethyl) --2- 
pyridinyl] -~lH-pyrazol-4-yl }propoxy ) phenyl ] propanoate (2 . 79 g, 
yield 55%) was obtained as a white solid from a fraction 
eluted with ethyl acetate^-hexane (1:6, volume ratio). The 
obtained solid was recrystalli2:ed from ethyl acetate-hexane, 
colorless crystal, melting point: 80-81^C. 
Example 175 

A mixture of ethyl 3- [2-- (benzyloxy) -4- (3-"{3-ethoxy"-l-I5- 
'^■5 (tr if luoromethyl) -2-pyridinyl ] -lH'-pyrazol-4«" 
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yllpropoxy) phenyl Ipropanoate (2.44 g) ^ 5% palladitrni-carbon 
(1.00 g) , tetrahydrofuran (25 ml) and ethanol (50 ml) was 
stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
^ filtrate was concentrated to give ethyl 3*- [4- (3-{3«ethoxy--l- 
t5" (trif luoromethyl) -2"-pyridinylJ-lH-~pyra2ol-4-yl}propoxy) -2- 
hydroxyphenyljpropanoate (1,63 g, yield 79%) as a colorless 
oil* 

^H"-1SIMR (CDCI3) S: 1.23 {3H, t, J - 6.9 Hz), 1.41 {3H, t, J - 
^'0 6.9 Hz), 2.01 - 2.12 (2H, m) , 2.54 - 2.62 {2H, m) , 2.64 - 2.71 
(2H, ra), 2.77 - 2.84 (2H, m) , 3.92 - 3.98 (2H, m) , 4,14 (2H, 
q, J - 6,9 Hz), 4.34 {2H, q, J - 6.9 Hz), 6.40 - 6.48 {2H, m) , 
6.94 (IH, d, J = 8.1 Hz), 7.50 (IH, s) , 7.80 (IH, d, J - 8.7 
Hz), 7,86 ^ 7.92 (IH, m) , 8.17 (IH, s) , 8.52 - 8.54 (IB, m) . 
^5 Exaanple 176 

To a mixture of {S-isopropyl-^l- [5- {trif luoromethyl) -»2- 
pyridyl3-lH-pyra%ol-4"yl}methanol (400 mg) , methyl (3-- 
hydroxyphenyl) acetate (300 mg) , tributylphosphine (570 mg) and 
tetrahydrofuran (30 ml) was added 1 , 1 

azodicarbonyldipiperidine (720 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3-{ 3-isopropyl-l- [5-- 
(trif luoromethyl) -2-pyridyl] ""lH-pyra2ol-"4- 
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yDmethoxyphenylacetic acid (380 mg, yield 65%) . The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
114-1150C. 
Exanple 177 

To a mixture of 3-{3-ethoxy-l-l5~ (trifiuoromethyl) -2- 
pyridyl]-lH-pyra2ol-4-yl}-l-propanol (400 mg) , methyl (6- 
hydroxy-2-methoxyphenyl) acetate (260 mg) , tributylphosphine 
(540 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (670 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOa) and concentrated. The obtained colorless crystals were 
collected by filtration to give [6- (3-{ 3-ethoxy-l- [5- 
{trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl }propoxy) -2~ 
methoxyphenyl] acetic acid (490 mg, yield 80%). The C2r/stals 
were recrystallized from ethyl acetate-hexane. melting point: 
IBO-lSl^C. 
Kxainple 178 

To a mixture of {3-isopropyl-l- [4- 
(trifluoromethyl) phenyl 3 -lH~pyraEol-4-yl}methanol (400 mg) , 
methyl (3-hydroxyphenyl) acetate (350 mg) , tributylphosphine 
(570 mg) and tetrahydrofuran (30 ml) was added 

azodicarbonyldipiperidine (720 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
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residue* The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel colunin chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
^ (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give. [3- ( {3-isopropyl~l-- [4™ 
(trif luoromethyl) phenyl] -"lH-pyrazol-4-yl }methoxy) phenyl] acetic 
acid (360 mg, yield 61%) . The crystals were recrystallised 
from ethyl acetate-hexane* melting point: 92-93°C. 
Example 179 

To a mixture of 3- {3-isopropyl-l- 15™ {trif luoromethyl) --2- 
pyridyl]"lH-pyrazol-4-yl}~l-propanol (380 mg) , methyl {2- 
hydroxyphenyl) acetate (210 mg) , tributylphosphine (510 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarfoonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance^ 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3'{3-isopropyl-l™ [5- 
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(trif luoromet±Lyl) -2'"pyridyl] ""lH-pyrazol-4- 
yl}propoxy) phenyl] acetic acid (440 mg^ yield 81%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 132-133°C. 
^ Exaiiple 180 

To a mixture of 4-{3-isopropyl-l- [5- (trif luoromethyl) -2-- 
pyridyl]--lH-pyrazol-4-yl}'-l'-butanol (430 mg) , methyl (2-- 
hydroxy-S-methoxyphenyl) acetate (260 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

0 azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 

^ silica gel column chromatography!, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 

" 5 hours and in hydrochloric acid {5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (4-{3'-isopropyl--l™ [5- 

^ (trifluoromethyl) ™2-pyridyl] -lH-pyrazol-4-yl}butoxy) --3- 

methoxyphenyl 3 acetic acid (550 mg^ yield 85%). The crystals 
were recrystailized from ethyl acetate-hexane . melting point: 
144-145^0. 
Exainple 181 

^ To a mixture of 3»{3-isopropyl-l" [5- (trif luoromethyl) -2- 

pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (260 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
aisodicarbonyldipiperidine (69 0 mg) at room temperature and the 

^ mixture was stirred overnight. The reaction solution was 
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concen-trated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography^ and a colorless oil was 
^ obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 

^0 was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2-- (3~{3-isopropyl-l"- [5- 
(trif luoromethyl) -2"pyridyl]-lH-pyrazol-4-yl}propoxy) -3- 
methoxyphenyl 3 acetic acid (460 mg, yield 75%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
142"-143''C. 
Exan^le 182 

To a mixture of 3~{3-ethoxy-'l~ [4- 

^0 (trif luoromethyl) phenyl] "lH-pyrazol"4-yl}-"l-propanol (400 mg) , 
methyl {2-hydroxyphenyl) acetate (230 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

^0 (1:4, volume ratio), A mixture of the obtained oily substance, 
IH aqueous sodium hydroxide solution (5 ml) tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
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(MgSOi) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2-- (3~{3-ethoxy'-l-^[4- 
(trif luoromethyl) phenyl] -lH-pyrazol-4-yl}propoxy) phenyl] acetic 
acid (430 mg, yield 76%) . The crystals were r eery stalli zed 
from ethyl acetate-hexane . melting point: 114-1 IS'^'C. 
Escample 183 

To a mixture of 3-{3-isopropyl-l" [5^ (trif luoromethyl) --2^ 
pyridyl]-lH""pyraaol-4-yl}-l^propanol (400 mg) , methyl {3»- 
hydroxy~4^methoxyphenyl) acetate {260 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1"- 
asodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) ^ tetrahydrofuran 
(5 ml) and methanol (5 ml} was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3-{3-isopropyl-»l"- [5- 
( trif luoromethyl) -2~pyridyl] -lH-pyrazol-4-yl }propoxy) -4^ 
methoxyphenyl] acetic acid {590 mg, yield 97%). The crystals 
were recrystallized from ethyl acetate-hexane , melting point: 
122-123^C* 
Exainple 184 

To a mixture of 3-'{3~-isopropyl-l-[4" 
{ trif luoromethyl) phenyl] -lH-pyrazol^4-~yl}-l^propanol (450 mg) , 
methyl (2-hydroxyphenyl) acetate (250 mg) , tributylphosphine 
(590 mg) and tetrahydrofuran (30 ml) was added l,.!'- 
asodicarbonyldipiperidine (750 mg) at room temperature and the 
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mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
^ silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
tl:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- {3-{3-isopropyl~'l'- [4-- 

(trifluoromethyl) phenyl] "lH"pyrazol-4-yl}propoxy]phenylacetic 
acid (560 mg, yield 87%). The crystals were recrystallized 
from ethyl - acetate-hexane . melting point: 89-90°C. 
Example 185 

To a mixture of 3-{3-isopropyl-l- [4- 
(trifluoromethyl) phenyl ]-~lH-pyra2ol-4-yl}^l™propanol (500 mg) , 
methyl {2-hydroxy-3-methoxyphenyl) acetate (330 mg) , 
tributylphosphine (650 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (810 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 mi) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added* The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
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Chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3-{3-lsopropyl-l-[4-- (trifluoromethyl) phenyl] -IH^ 
pyra2ol-"4-yl}propoxy)-3--methoxyphenyl] acetic acid (730 mg, 
^ yield 96%) . The crystals were recrystallized from ethyl 
acetate-hexane . melting point: 114-115'=*C, 
Exannple 186 

To a mixture of 3- {3™ethoxy^l-- [5- (trifluoromethyl) -2- 
pyridyll-lH-pyrasol-4-yl}"'l--propanol (3 80 mg) , methyl (2- 
fluoro-3~hydroxyphenyl) acetate (240 mg) , tributylphosphine 
(490 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (620 mg) at room temperature and the 
mixture was stirred overnight • The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- {S-fS-ethoxy-l- [5-- 
(trifluoromethyl) -'2-pyridyl] -lH-pyra2;ol-4-"yl}propoxy) -2- 
fluorophenyl] acetic acid (430 mg, yield 76%). The crystals 
were recrystalliised from ethyl acetate-hexane* melting point: 
120'--121°C. 
Exaiople 187 

To a mixture of { 3 -cyclohexy 1-1- [5-- (trifluoromethyl) -2- 
pyridyl]"-lH-pyrazol-"4-yl}methanol (380 mg) , methyl (3- 
hydroxyphenyl) acetate (200 mg) , tributylphosphlne (490 mg) and 
tetrahydrofuran (30 ml) was added 1,1'-- 
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azodicarbonyldipiperidine (610 mg) at room temper ature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and is ©propyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
^ the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography^ and a colorless oil was 
. obtained from a fraction eluted with ethyl acetate--hexane 

(1:4, volume ratio), A mixture of the obtained oily substance, 
IK aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-- ( {3-cyclohexyl-l- [S-- 
(trif luoromethyl) -2-pyridyl] "lH'-pyrazol-4- 
yl}methoxy) phenyl] acetic acid (480 mg, yield 89%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 129~130^C. 
Exas^le 188 

To a mixture of { 3-cyclohexy 1-1-- [5- {trif luoromethyl) --2- 
pyridyl]-lH-pyrazol"4-'yl}methanol {430 mg) , methyl (2- 
hydroxyphenyl) acetate (230 mg) , tributylphosphine (530 mg) and 
tetrahydrofuran (30 ml) was added 1,1'-- 

azodicarbonyldipiperidine (670 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel coliamn chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and im hydrochloric acid (5 ml) was added. The mixture 
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was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- ({3-cyclohexyl-l-[5- 
^ (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-- 

yl}methoxy) phenyl] acetic acid (310 mg, yield 51%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 131-132«>C. 
Exaxnple 189 

^ To a mixture of 3-{3"Cyclohexyl-l- [5- (trif luoromethyl) -^2- 

pyridyl]-lH-pyrazol-4--yl}-l-propanol (400 mg) , ethyl 3- (3- 
hydroxy-l-phenyl-lH-pyrazol-5-yl) propionate (300 mg) , 
tributylphosphine {470 mg) and tetrahydrofuran (30 ml) was 
added 1 r 1 '--asodicarbonyldipiperidine {590 mg) at room 

^ temperature and the mixture was stirred overnight. The 

reaction solution was concentrated and isopropyl ether {20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 

^ colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio) > A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and ethanol (5 ml) was stirred at room 
temperature for 5 hours and IM hydrochloric acid {5 ml) was 

^ added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution^ dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3- [3- (3- {3-cyclohexyl-l- [5- (trif luoromethyl) '"2-pyridylI™ 

^ lH-pyrazol-4-yl }propoxy) --l^phenyl-lH--pyrazol-5~yl] propionic 
acid (19 0 mg, yield 30%) . The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 182-183^C, 
BscemplB 190 

To a mixture of { 3-cyclohexyl-^l-- [5- (trif luorraiethyl) -2- 
^ pyridyl]-lH~pyrazol-"4-yl}methanol (400 mg) , methyl (S-hydroxy-- 
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4-methoxyphenyl) acetate {250 mg) , tributylphosphine (530 mg) 
and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (660 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
^ concentrated and isopropyl ether (20 ml) was added to the 

residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chrcsnatography , and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, voltime ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOa) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- ( {3-cyclohexyl-l- [5- 
(trifluoromethyl) -2-pyridyl] -lH-pyrazol-4-yl }methoxy-4- 
methoxy) phenyl] acetic acid (240 mg, yield 40%). The crystals 
were recrystalllzed from ethyl acetate-hexane. melting point: 
145-146°C. 
Example 191 

To a mixture of {3-cyclohexyl-l- [5- (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol~4-yl}m6thanol (400 mg) , methyl 3-{3- 
hydroxyphenyl) propionate (230 mg) , tributylphosphine (520 mg) 
and tetrahydrofuran {30 ml) To a mixture of was added 1,1'- 
azodicarbonyldipiperidine (660 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
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(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
■5 (MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- (3-{3-cyclohexyl-l~ IS- 
Ctrif luoromethyl) -2-pyridyl3 -lH-pyrazol-4- 
yl}methoxyphenyl) propionic acid (300 mg, yield 52%) . The 
crystals were recrystallized frcan ethyl acetate-hexane . 
^0 melting point: 94-95^0. 
Bacainple 192 

To a mixture of {3-cyclohexyl~l-t5- (trifluoromethyl)-2- 
pyridyl] -lH-pyrazol-4-yl}methanol (400 mg) , ethyl 3-(3- 
hydroxy-l~m6thyl-lH-pyrazol-5-yl) propionate (250 mg) , 
tributylphosphine (510 mg) and tetrahydrofuran {30 ml) was 
added 1 ,l'-azodicarbonyldipiperidine (640 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and ethanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodiiam 
chloride solution, dried (MgSO^) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3" (3- { 3-cyclohexyl-l- [5- (trif luoromethyl) -2-pyridyl] -IH- 
pyraEol~4-yl}methoxy-l-methyl-lH-pyrazol~5~yl) } propionic acid 
(380 mg, yield 65%). The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 162-16300. 
Example 193 
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To a mixture of {3-cyclohexyl-l-[5- (trifluorometliyl) -2- 
pyridYl]-lH-pyrazol-4-yl}methaiiol (400 mg) , ethyl 3-(3~ 
hydroxy-l~-niethyl-lH-pyrazol-4-yl) propionate (250 mg) , 
tributylphosphine (510 mg) and tetrahydrofuran (30 ml) was 

^ added 1,1 '-azodicarbonyldipiperidine (640 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 

^° was subjected to silica gel column chromatography, and a 

colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml), 
tetrahydrofuran (5 ml) and ethanol (5 ml) was stirred at room 

^ temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3- (3-{3-CYclohexyl-l- [ (5- (trif luoromethyl) -2~pyridyl] -IH- 
pyrazol-4-yl }methoxy-l-raethyi-lH-pyrazol-4-yl) propionic acid 
(410 mg, yield 70%) . The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 143-144<'C. 
Kxasple 194 

To a mixture of 3-{3- (1-methylethyl) -1- [5- 
(trif luoromethyl) -1,3, 4-thiadiazol-2-yl] -lH-pyrazol-4-yl}-l- 
propanol (400 mg) , methyl {2-hydroxy-3-methoxyphenyl) acetate 
(270 mg) , tributylphosphine (510 mg) and tetrahydrofuran (30 
ml) was added 1,1 '-azodlcarbonyldipiperidine (630 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:2, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
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(4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid {2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
^ (MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3'-'methoxy'-2- (3-{ 3- (1- 
methylethyl) -1-- [5-» (trif luoromethyl) -1,3, 4~thiadiazole-"2^yl] 
lH--pyrazol-4"yl}propoxy) phenyl] acetic acid (130 mg, yield 
22%) , The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 144-145 , 
JSxanple 195 

To a mixture of {B-cyclohexyl-l- [5- (trif luoromethyl) -~2" 
pyridyl]--lH-pyrazol'"4-yl}methanol (400 mg) , ethyl 4-(3'™ 
hydroxyphenyDbutanoate (260 mg) , tributylphosphine (510 mg) 
and tetrahydrofuran (30 ml) was added 1^1*^- 

azodicarbonyldipiperidine (640 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio)* A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) ^ tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 4- (3-{3-cyclohexyl"-l- [5-^ 
(trif luoromethyl) -2-pyridyl] -lH'"pyrazol-4~" 
yl}methoxyphenyl)butanoic acid (390 mg, yield 65%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 128-129^C. 
Sxainple 196 
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To a mixture of 3"-{3-phenyl-l- [5- (trifluoromethyl) 
pyridyl]-lR-^pyrazol-4"yl}'"l^propanol (400 mg> , methyl (2- 
hydroxy-3-methoKyphenyl) acetate (240 mg) ^ tributylphosphine 
(470 mg) and tetrahydrofuran (30 ml) was added l^l*^-- 
^ azodicarbonyldipiperldine {590 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated- The residue was subjected to 
^ silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
^ 5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-methoxy'-2- (3-{3-phenyl-l- 
^ [5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4"- 

yl}propoxy)phenylacetic acid (290 mg, yield 50%). The crystals 
were recrystallized from ethyl acetate^hexane . melting point: 
134-135'='C. 
Exanple 197 

^ To a mixture of 3- {3'-buty 1-1- [5"» (trif luoromethyl) --2- 

pyridyl]-lH-pyrazol-4-yl}'-l--propanol (400 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (250 mg) , tributylphosphine 
(510 mg) and tetrahydrofuran (30 ml) was added 1,1^- 
azodicarbonyldipiperidine (630 mg) at room temperature and the 

^ mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 

* obtained from a fraction eluted with ethyl acetate-hexane 
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(1:4, volume ratio) , A mixture of the obtained oily siabstance^ 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
^ was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2-- (3-{3-butyl-l-" tS- 
Ctrif luororaethyl) -2-pyridyl] -lH-pyrazol-4-yl }propoxy) -3-- 
0 methoxypheny 13 acetic acid (420 mg^ yield 70%), The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
121~122'='C. 
Exaiople 198 

To a mixture of S-fS-butyl-l^CB-- (trif luoromethyl) --2- 
pyridyl]'-lH^pyra2iol-4-yl}'-l-propanol (400 mg) , methyl (2- 
hydroxyphenyl) acetate (210 mg) , tributylphosphine (510 mg) and 
tetrahydrofuran (30 ml) was added 1^1 

azodicarbonyldipiperidine (630 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) , A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 12- (3~{3-butyl-l~ [5■- 
{trif luoromethyl) ""2-pyridyl] -lH"-pyra!sol-*4- 
yl}propoxy) phenyl] acetic acid (420 mg, yield 75%). The 
crystals were recrystallized from ethyl acetate-hexane . 
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melting point: lOe-lOT'C, 
ExasnpXe 199 

To a mixture of 3-{3-butyl-I- [5- (trifluoromethyl) -2- 
pyridyl3-lH-pyrazol-4-yl}-l-propanol (350 mg) , methyl (3- 
5 hydroxy-l-methyl-lH-pyrazol-4-yl} acetate {190 rag) , 

tributylphosphine (450 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine {570 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether {20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane {1:1, volume ratio). A mixture of the obtained 
^5 oily substance, IN aqueous sodium hydroxide solution {5 ml) , 
tetrahydrofuran {5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [3~ {3- {3-butyl-l- [5- (trifluoromethyl) -2-pyridyl3 -IH- 
pyrazol-4-ylJpropoxy) ~l-methyl-lH-pyra2ol-4-yl] acetic acid 
{420 rag, yield 84%) . The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 125-126*»C. 
Kxample 200 

To a mixture of 3- {3-isopropyl-l- [5- {trifluoromethyl) -2- 
pyridyl]-lH~pyrazol-4-yl}-l~propanol {500 mg) , methyl (4- 
ethoxy-3-hydroxyphenyl) acetate (340 mg) , tributylphosphine 
{650 mg) and tetrahydrofuran (30 ml) was added 1,1'~ 
azodicarbonyldipiperidine {810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was r^oved by filtration and 
the filtrate was concentrated. The residue was subjected to 
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silica gel colunm chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4"-ethoxy-~3- {3- {S-isopropyl-l- 
[5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yljpropoxy) phenyl] acetic acid {580 mg, yield 74%) . The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 116-117<^C. 
Example 201 

To a mixture of 3- {3--cyclohexyl"l^ [5- (trif luoromethyl) --2- 
pyridyl]-lH-pyra2ol-4-yl}-l'-propanol (400 rag) , methyl {4- 
ethoxy-3-hydroxyphenyl) acetate (250 mg) , tributylphosphine 
(460 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (580 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel colimn chromatography, and a- colorless oil was 
obtained from a fraction eluted with ethyl acetate-^hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance^ 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- {3-{3-cyclohexyl-l'- {5- 
(trif luoromethyl) -"2-pyridyl]-lH-pyrazol-4-yl}propoxy) -4- 
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ethoxyphenyl] acetic acid (510 mg, yield 85%) . The crystals 
were recrystallized from ethyl acetate-hexane , melting point: 
134"-135^C^ 
Exaomple 202 

To a mixttire of 3-{3'-butyl"l~ [5- {trif luoromethyl) -2"- 
pyridyl]-lH"pyra2ol-4-'yl>-l-propanol (400 mg) , methyl {4- 
ethoxy-S-hydroxyphenyl) acetate (260 mg) , tributylphosphine 
(510 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (630 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance^ 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- {3--{3-butyl-l- [5- 
{trifluoromethyl)-'2-"pyridyl]-lH-pyrazol--4-yl}propoxy)"4-- 
ethoxyphenyl] acetic acid (510 mg^ yield 83%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
105-106°C. 
Eicaxnple 203 

To a mixture of 3-{3-isopropyl"-l- [5- (trif luoromethyl) -2- 
pyridyl]^lH™pyrasol--4^yl}^l-propanol (400 mg) , methyl (5-- 
hydroxy-3 -me thoxyphenyl) acetate (260 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight • The reaction solution was 
concentrated and. isopropyl ether (20 ml) was added to the 
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residue. The insoluble material was removed by fil-tration and 
the filtrate was concentrated* The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
^ (1:4^ volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room tranperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
^0 washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3--{3~isopropyl»l-- [5~ 
(trif luoromethyl) -2""pyridyl]^lH-pyra2ol-4-yl}propoxy) ~5- 
methoxyphenyl] acetic acid (530 mg, yield 87%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
109-llO^C. 
Example 204 

To a mixture of 3~{3-propyl"*l- [5- {trifluoromethyl) -2- 
pyridyl3-lH-pyra2iol-4-yl}-l"-propanol (400 mg) , methyl (4- 
^0 ethoxy-3-hydroxyphenyl) acetate {270 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine {690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether {20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added* The mixture 
was extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated* The obtained colorless crystals were 
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collected by filtration to give t4-ethoxy-3- (3-{3-propyl-l- [5- 
(trif luoromethyl) -2-pyridyl ] -lH-pyrazol-4- 
yDpropoxy) phenyl] acetic acid (540 mg, yield 86%). The 
crystals were recrystallized from ethyl acetate-hexane . 
^ melting point: 124-125«>C. 
Example 205 

To a mixture of 3- {3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyra2ol-4-yl}-l-propanol (400 mg) , raethyl (2- 
hydroxy-4-methoxyphenyl) acetate (260 nig) , tributylphosphine 

^0 (550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3-{3-isopropyl-l- [5- 
(trif luoromethyl) -2-pyridyl 3 -lH-pyrazol-4-yl}propoxy) ~4- 
methoxyphenyll acetic acid (460 mg, yield 75%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
143-144<='C. 

^° Mxaasple 206 

To a mixture of 3- {3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (2- 
hydroxy-5-methoxyphenyl) acetate (270 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodlcarbonyldipiperidine (690 mg) at room temperature and the 
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mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
5 silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodiiam hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3-{3-isopropyl-l~ [5- 
(trif luoromethyl) -2-pyridYl3 ~lH-pyrazol-4-yl }propoxy) -5- 
methoxyphenyl 3 acetic acid (460 mg, yield 75%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
143-144°C. 
Kxample 207 

To a mixture of 3-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (3- 
fluoro-2-hydroxyphenyl) acetate (240 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction, solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodiiam hydroxide solution (5 ml) , tetrahydrofuran 
{5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated* The obtained colorless crystals were 

collected by filtration to give [3-f luoro-2- (3-{3-isopropyl-l^ 
[5- (trlf luoromethyl) -2-pyridyl] "-lH""pyrazol--'4"' 
^ yl}propoxy) phenyl] acetic acid {560 mg, yield 94%). The 

crystals were recrystallized from ethyl acetate-hexane . 

melting point: 140'-14lc'C, 

EsEaniple 208 

To a mixture of 3- {S-isopropyl-l-- [5- {trif luoromethyl) ^2- 

^ pyridyl]"-lH-pyra2ol-"4-yl}-'l"-propanol (400 mg) , methyl (6- 
hydroxy^2~methoxyphenyl) acetate (260 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

^ concentrated and isopropyl ether (20 ml) was added to the 

residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

" (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IH hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 

^ washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3- {S-isopropyl-l-- [5- 
(trif luoromethyl) --2'~pyridyl3 -lH'-pyra2:ol-4-yl}propoxy)""6- 
methoxyphenyl] acetic acid (460 mg, yield 75%). The crystals 

^ were recrystallized from ethyl acetate-hexane , melting point: 
183-184^C. 
ESxample 209 

To a mixture of S-O-isopropyl-l- [5- (trif luorcanethyl) -2- 
pyridylj-lH-'pyrazol-4"yl}"l'-propanol (400 mg) , methyl 5- 
■ hydroxy-"2-methoxyphenylacetate (260 mg) , tributylphosphine 
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(550 mg) and tetrahydrofiiran (30 ml) was added 1,1 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
^ residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [5- (3-{ 3-isopropyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol~4-yl}propoxy) }-2- 
methoxyphenyl] acetic acid (510 mg, yield 84%) . The crystals 
were recrystalliaed from ethyl acetate-hexane • melting point: 
127-128^C. 
Exaniple 210 

To a mixture of 3- {3-cyclohexyl-l- [5- {trif luoromethyl) "-2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (3- 
fluoro-2-hydroxyphenyl) acetate (220 mg) , tributylphosphine 
(460 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (580 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
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5 hours and IM hydrochloric acid {5 ml) was added. The mixture 
was extracted with etiiyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS04) and concentrated. The obtained colorless crystals were 
^ collected by filtration to give [2- (S-O-cyclohexyl-l- [5-- 

(trif luoromethyl) ""2-~pyridyl] -lH""pyrazol-4-yl}propoxy) --3- 
fluorophenyl] acetic acid (520 mg, yield 91%) . The crystals 
were recrystallised from ethyl acetate-hexane . melting point: 
149^150'='C. 
Exasople 211 

To a mixture of 3- {a-propyl-l- [5- (trif luoromethyl) '-'2- 
pyridyl]-lH-pyrazol-"4-yl}-l^propanol (400 mg) , methyl (3-- 
f luoro--2-hydroxyphenyl) atietate (240 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate--hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [S-f luoro-2-- (3-{3-"propyl--l- [5- 
(trif luoromethyl) --a-pyridyl] -lH"pyra2ol-4- 
yllpropoxy) phenyl] acetic acid (510 rag, yield 86%). The 
crystals were recrystallized from ethyl acetate-hexane , 
melting point: 105~106°C. 
Exanple 212 

To a mixture of 3-{3-- (l-ethylpropyl) -1- [5- 
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(trifluoroinetliyl)^2-pyridyl]~lH-pyrazol--4-^yl}^l"-propanol (400 
mg) , met±iyl {2-hydroxy~3-methoxyphenyl) acetate (240 mg) , 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (600 mg) at room 
teir^erature and the mixture was stirred overnight* The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography^ and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4^ volume ratio). A mixture of the obtained 
oily substance^ IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried {MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3- {3- {l-^ethylpropyl) -1^ [5- (trlf luoromethyl) -2- 
pyridyl] -lH-pyra2ol--4-yl }propoxy) -3-methoxyphenyl] acetic acid 
(510 mg, yield 86%) . The crystals were recrystallized from 
ethyl acetate-hexane, melting point: 100-101'='C. 
Example 213 

To a mixture of 3-{3- (l-ethylpropyl) --l- [5- 
{trif luoromethyl) -2^pyridyl] ~lH-pyrazol-4'-yl}-l~propanol {400 
mg) , methyl { 2-hydroxy-3~me thy Iphenyl) acetate (220 mg) ^ 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
added 1 r 1 '-azodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight at 50^C. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
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oily subsi::ance, IN aqueous sodium hydroxide solution (S ml), 
tetxahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3- {3- (l-ethylpropyl) -1^ 15- (trif luoromethyl) 
pyridyl] -lH-pyra2ol-~4-yl }propoxy) -3--methylphenyl3 acetic acid 
(430 mg, yield 75%). The crystals were recrystallized from 
ethyl acetate-hexane . melting point: 1 25-12 6°C. 
Kxajx^le 214 

To a mixture of 3™{3- (1-ethylpropyl) -1- [5- 
(trif luoromethyl) -2-pyridyl ] ~lH"-pyrazol^4-yl }^l^propanol (400 
mg) , methyl {3~fluoro"-2"-hydroxyphenyl) acetate <220 mg) , 
tributylphosphine {480 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) ^ 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3-{ 3- (l-ethylpropyl) -1- [5- (trif luoromethyl) 
pyridyl] -lH-pyrazol^4-yl}propoxy) -S-f luorophenyl] acetic acid 
(390 mg, yield 60%) . The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 102-103''C. 
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Example 215 

To a mixture of 3-{3-<l-ethylpropyl) -1- [5- 
{trif Itioromethyl) -'2~pyridyl] }-l"-propanol (400 

mg) , methyl (a^-hydroxyphenyl) acetate (200 mg) , 
^ tributylphosphine <480 mg) and tetrahydrofiaran (30 ml) was 
added 1 , 1 '--azodicarbonyldipiperidlne (600 mg) at room 
teiT5>erature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio) . A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- {3-{ 3- (1-ethylpropyl) [5- (trif luorome thy 1) -2- 
pyrxdyl]-lH-pyra2ol-4-yl}propoxy) phenyl] acetic acid (370 mg, 
yield 66%) . The crystals were recrystallized from ethyl 
acetate-hexane* melting point: 65-6 6^C. 
Exanple 216 

To a mixture of 3~{3-- (1-methylpropyl) -l-[5- 
(trif luoromethyl) -2-pyridyll""lH-pyrazoi-4-yl}~"l-propanol (400 
rag), methyl {2-hydroxy-3'-methoxyphenyl) acetate (250 mg) , 
tributylphosphine (500 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 "-azodicarbonyldipiperidine (630 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
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colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volijme ratio), A mixture of the obtained 
oily substance, IN aqueous sodiiam hydroxide solution (5 rol) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
^ temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give I3-methoxy"-'2" (3-{3- (1-methylpropyl) "-1- [5- 
( t r i f luor ome thy 1 ) - 2 -py r i dy 1 ] - 1 H-py r a z o 1 - 4 - 
yljpropoxy) phenyl I acetic acid (510 mg, yield 85%). The 
crystals were recrystallized from ethyl acetate-hexane. 
, melting point: 117-118^C. 
Exaumple 217 

To a mixture of 3--{l~ [3-chloro-5-- (trif luoromethyl) -2-- 
pyridyl]"-3-isopropyl-lH-pyra2ol'»4-yl}~l-propanol (500 mg) , 
methyl ( 2-hydroxy-3 -me thoxyphenyl) acetate (300 mg) , 
tributylphosphine (600 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (750 rag) at room 
temperature and the mixture was stirred overnight* The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated • The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate'-hexane (1:4, volume ratio) . A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution <5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated- The 
obtained colorless crystals were collected by filtration to 
give [2- (3-{l- [3-chloro-5- (trif luoromethyl) -"2-pyridyl] ""3"- 
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isopropyl"-lH-pyrasol""4-yl }propoxy) -3 "-methoxyphenylj acetic acid 
(610 mg, yield 83%) . The crystals were recrystallized from 
ethyl acetate-hexane . melting point: 
Exaniple 218 

^ To a mixture of 3- [1- (5"-bromo-2-pyridyl) -3-isopropyl-IH- 

pyrazol-4""yl]*-l-propanol {500 mg) , methyl {2-hydroxy~3- 
methoxyphenyl) acetate (310 mg) , tributylphosphine (630 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

aaodicarbonyldiplperidine (790 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
{5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IM hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(HgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give {2-{3"-tl- {5"bromo-2-pyridyl)"" 
3-isopropyl^lH""pyrazol-4-yl]propoxy } -3-methoxyphenyl) acetic 
acid (720 mg, yield 95%). The crystals were recrystallized 
from ethyl acetate-hexane • melting point: 152-153^C. 
Example 219 

To a mixture of 3- {3- (l--methylpropyl) -1- [5" 
{trif luoromethyl) ^2-pyridyl] -lH-pyra2;ol-4-yl}^l^propanol {400 
mg) , methyl ( 2-hydroxy'^3 -me thy Iphenyl) acetate (230 mg) ^ 
tributylphosphine {500 mg) and tetrahydrofuran (30 ml) was 
added 1, I'-azodicarbonyldipiperidine (630 mg) at room 
temperature and the mixture was stirred overnight at 50^C. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
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by filtration and the filtrate was concentrated, Jhe residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio) . A mixture of the obtained 
^ oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol {5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
^ chloride solution, dried (MgS04) and concentrated. The 

obtained colorless crystals were collected by filtration to 
give [3-"methyl-2'- (3- {3- (1-methylpropyl) -1- [5- 
(trif luoromethyl) -'2-pyridyl] '"lH-pyra2:ol-4- 
yl}propoxy)phenyl] acetic acid (380 mg, yield 66%). The 
^ crystals were recrystallized from ethyl acetate^hexane . 
melting point: 134-135*=C- 
Exanqple 220 

To a mixture of 3~{ 3- (l-*methylbutyl) -1- [5- 
(trif luoromethyl) -2-pyridyl]-lH-pyrazol-4-yl}-"l^propanol (400 
° mg) , methyl (2-hydroxy-"3-methoxyphenyl) acetate (240 mg) , 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight • The 
reaction solution was concentrated and isopropyl ether (20 ml) 
^ was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
^ oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (5 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
' chloride solution, dried (MgSOa) and concentrated. The 
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obtained colorless crystals were collected by filtration to 
give [3-methoxy^2- (3™ {3- (l-methylbutyl) -1- [5-- 
(trif luoromethyl) -2-pyridyl] --lH--pyrasol-4-~ 
yllpropoxy) phenyl] acetic acid (480 mg, yield 81%). The 
^ crystals were recrystallized from ethyl acetate-hexane . 
melting point: 107-108°C, 
Exaunple 221 

To a mixture of B-iS- (l-ethylpropyl)-!- [5- 
(trif luoromethyl) -2-pyridyl] -lE™pyrazol-4-yl }--l^prop^nol (400 
mg) , methyl (3-ethoxy-2-hydroxyphenyl) acetate (250 mg) , 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
added 1 ^ 1 "-asodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml), 
tetrahydrofuran {5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours. llSf Hydrochloric acid (5 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried {MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give t3-ethoxy--2'- (3--{ 3- (1-ethylpropyl) -1- [5- (trif luoromethyl) - 
2-pyridyl]-lH-pyrazol-4-yl}propoxy) phenyl 3 ace tic acid (540 mg, 
yield 89%) . The crystals were recrystallized from ethyl 
acetate-hexane, melting point: 83-84^C. 
ExaiiQ>le 222 

To a mixture of 3-{3- (l™methylbutyl) -1- [5" 
(trif luoromethyl) -2-pyridyl]-lH--pyra2ol-4"yl}--l-propanol (400 
mg) , methyl (2-hydroxy"3-methylphenyl) acetate (210 mg) , 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
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added 1,1 '-azodicarbonyldipiperidine {600 mg) at room 
temperature and the mixture was stirred overnight at 50«>C. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
^ by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 

^0 tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (5 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSOi) and concentrated. The 

■^•5 obtained colorless crystals were collected by filtration to 
give [3-methyl-2- (3- {3- (1-methylbutyl) -1- [5- (trif luoromethyl) - 
2-pyridyl]-lH-pyra2;ol-4-yl}propoxy) phenyl] acetic acid (360 mg, 
yield 63%) . The crystals were recrystallized from ethyl 
acetate-hexane . melting point: 147-148°C. 

^° Example 223 

To a mixture of 3- [1- {5-chloro-2-pyridyl) -3- (l- 
ethylpropYl) -lH-pyrazol~4-yl] -l-propanol (670 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (430 mg) , tributylphosphine 
(910 mg) and tetrahydrofuran (40 ml) was added 1,1'- 
^5 azodicarbonyldipiperidine (1.15 g) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (40 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
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was extracted with ethyl acetate • The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2"-{3- [1- (5-"Chloro-2-pyridyl) - 
^ 3- {I'-ethylpropyl} --IH-pyrazol'-d-yl] propoxy J-S-- 

me thoxyphenyl) acetic acid (760 nig, yield 74%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
85-86<*C. 
Exaniple 224 

To a mixture of 3- [1- {5--chloro"-2-pyridyl) -3- 
ethylpropyl)"-lH--pyrazol-"4-yl]-l-^propanol {500 mg) , methyl {2- 
hydroxy-3-methylphenyl) acetate (300 mg) , tributylphosphine 
(660 -mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (820 mg) at room temperature and the 
^5 mixture was stirred overnight at 50°C. The reaction solution 
was concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) ^ tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgSD4) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2- {3- [1- (5"-chloro-2™pyridyl) - 
3-- (1-ethylpropyl) -lH-pyrazol-4""yl]propoxy }-3- 
methylphenyl) acetic acid (280 mg, yield 46%). The crystals 
were recrystallized from ethyl acetate-hexane • melting point: 
106-107^C. 
Bxaa^Xe 225 

To a mixture of 3- II- (5--chloro~2-^pyridyl) -3- (1-™ 
ethylpropyl)-lH--pyra2ol-4-yl]-l"propanol (500 mg) , methyl (3- 
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ethoxy-2-liydroxyphenyl) acetate {350 mg) ^ tributylphosphine 
(660 mg) and tetrahydrofuran (30 ml) was add^d 1,1'- 
agodicarbonyldipiperidine {820 ing) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

^ concentrated and isopropyl ether (20 ml) was added to the 

residue. The insoluble material was removed by filtration and 
the filtrate was concentrated • The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-^hexane 

0 (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodiiam hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours* IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 

^ washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-{3- [1- (5-chloro--2-pyridyl) - 
3-(l""ethylpropyl) -lH-pyrazol-4-yl] propoxy }-3- 
ethoxyphenyl) acetic acid (590 mg, yield 75%), The crystals 

^ were recrystallized from ethyl acetate-hexane. melting point: 
92-93°C. 
Kxample 226 

To a mixture of 3-{3~isopropyl'-l""[5- (trifluoromethyl) -2^ 
pyridinyl]-lH-pyra2ol~4--yl}'-l--propanol (380 mg) , methyl (3- 

^ ethyl-a-hydroxyphenyl) acetate (240 mg) , tributylphosphine (520 
mg) and tetrahydrofuran (30 ml) was added 1,1'-- 
azodicarbonyldipiperidine (550 mg) at room temperature and the 
mixture was stirred overnight at GB'^C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 

^ material was removed by filtration and the filtrate was 

concentrated. Then, the residue was subjected to silica gel 
column chromatography, and was obtained from a fraction eluted 
with ethyl acetate-hexane (1:9, volume ratio), methyl [3- 
ethyl-2- (S'-f S-isopropyl-l- [5- (trif luoromethyl) -2-pyridinyl] - 

^ lH-pyrazol--4-yl}propoxy) phenyl] acetate (400 mg, yield 68%) as 
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a colorless oil, 

^H-NMR {CDCl3)S: 1-23 {3H, t, J=-6 . 8 Hz), 1.35 {6H, d, J-6 . 8 
Hz), 2.12-2.17 (2H, m) , 2.67 (2H, J-6 . 8 Hz), 2.74 (2H, t, 
J^8.4 Rz) r 3,00-3.10 (IH.m), 3.68 (2H, s) , 3,68 {3H, s) , 3*87 
^ (2H, J=6.4 7.04 (IH, t, J-7.6 Hz), 7.10 (IH, dd, 

J-7.5, 2,0 Hz), 7.15 (IH, dd, iJ-7.6,2.0 Hz), 7.94"-7.97 (IH, 
ra), 8.04 (IH, d, J-8,8 Hz), 8,33 (IH, s) , 8.60-8.61 {IH, m) , 
Exainple 227 

A mixtttre of methyl [3-ethyl--2- (S-O-isopropyl-^l-CS- 
(trif luoromethyl) •^2-"pyridinyl] -"lH-pyrazol-4- 
yl}propoxy)phenyl3 acetate (400 mg) , IH aqueous sodium 
hydroxide solution (5 ml), tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 

^ with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried {MgS04) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3'-ethyl-2" (3- {3--isopropyl-l- [5- 
(trif luoromethyl) -2'-pyridinyl3 -lH-pyrazol-4- 

^ yDpropoxy) phenyl] acetic acid (370 mg, yield 96%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 155-156°C. 
Kxainple 228 

To a mixture of 3- {3-propyl-l-- [5- (trif luoromethyl) -2-- 
^ pyridinyl]-lH-pyrazol-4-^yl}-™l^propanol (380 mg) , methyl {3- 
ethyl"2-hydroxyphenyl) acetate (24 0 mg) , trlbutylphosphine (520 
mg) and tetrahydrofuran {30 ml) was added 1,1^- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight at 65°C. The reaction solution 
0 was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
column chromatography, and methyl [3-ethyl~-2- (S-O-propyl-l- 
LS- (trif luoromethyl) -2-pyridinyl] -"lH-pyra2ol-"4-" 
^ yDpropoxy) phenyl] acetate (490 mg, yield 83%) was obtained as 
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a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio) . 

^H-NMR CCDCl3)S: 1^03 t, Hz), 1.23 {3H, t, J^7.6 

Hz), 1,73-1.80 (2H, m) , 2.11-2.17 {2H, m) , 2.64-2.73 (6H,ra) , 
^ 3.68 (2H, s), 3.68 (3H, s) , 3.86 (2H, t, J-6.4 Hz), 7.04 (IH, 
t, J-7.6 Hz), 7.11 {IH, dd, J-7.6, 2.0 Hz), 7.15 {IH, dd, 
J-7.6,2-0 Hz), 7.96 (IH, dd, J=8.8, 2.0 Hz), 8.02 (IH, d, 
J-=8.8 Hz), 8.34 {IH, s) , 8.61 {IH, m) . 
Example 229 

^ A mixtiare of methyl t3-ethyl~2- (S-iS-propyl-l- tS- 

ttrif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetate (490 rag), IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours and IN 

^ hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3-ethyl-2- (3-{3"propyl-l- £5- 

^ (trifluoromethyl) -2-pyridinyl] -lH-pyra2:ol-4~ 
yl }propoxy) phenyl] acetic acid (450 mg, yield 96%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 146-147°C 
Example 230 

^ To a mixture of 3- {3-isopropyl-l- [5- (trifluoromethyl) -^2- 

pyridinyl]-lH-pyrazol-4-yl}-l~propanol (570 mg) , methyl (3- 
cyano-2'-hydroxyphenyl) acetate (360 mg) , tributylphosphine (790 
mg) and tetrahydrofuran (40 ml) was added 1,1'^- 
azodicarbonyldipiperidine (9 80 mg) at room temperature and the 

^ mixture was stirred overnight at 65^0. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated* Then, the residue was subjected to silica gel 
column chromatography, and methyl [3-cyano-2- {3'*{3--isopropyl- 

^ 1- [5- (trifluoromethyl) -2-'pyridinyl] ~lH-pyrazol-4~ 
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yl)propoxy) phenyl] acetate (680 mg, yield 75%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio) . 

^H-NMR (CDCl3)6: 1.35 {6H, d, J=7.2 Hz), 2.14-2.21 {2H, m) , 
^ 2.72-2.76 {2H, m) , 3.03-3.09 (lH,m) , 3.69 (2H, s) , 3.69 (3H, 
s), 4.32 (2H, t, J-6.0 Hz), 7.13 (IH, t,-J=7.6 Hz), 7.48 (IH, 
dd, J-7.6, 1.6 Hz), 7.54 (IH, dd, J=7.6,1.6 Hz), 7.95 (IH, dd, 
J=-8.4,2.8 Hz), 8.04 (IH, d, J=8.4 Hz), 8.33 (IH, s) , 8.60-8.61 
(IH, m) . 
jsxaniple 231 

A mixture of methyl [3-cyano-2- {3-{3-isopropyl-l- [5- 

(trifluoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yDpropoxy) phenyl] acetate (650 mg) , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 4 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodiiam chloride solution, dried (MgSOa) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3-cyano~2- (3- {3-isopropyl-l- [5- 

(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yDpropoxy) phenyl] acetic acid (590 rag, yield 95%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 144-145°C 
Exanple 232 

To a mixture of 3-{3-propyl-l- [5- (tr if luoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yl}~l-propanol (320 mg) , methyl (3- 
cyano-2-hydroxyphenyl) acetate (200 mg) , tributylphosphine (440 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (550 mg) at room temperature and the 
mixture was stirred overnight at 65«>C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
column chromatography, and methyl [3-cyano-2- (3-{3-propyl~l- 

440 



wo 03/099793 FCT/JP03/06389 

[5- (trif luoromethyl) -2-pyridinyl]-lH"-'pyrazol-4-- 
yl}propoxy) phenyl] acetate {360 mg, yield 71%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 
^ ^H-NMR (CDCl3)6: 1.03 (3H, t, J«7.6 Hz), 1.72-1.80 (2H, m) , 
2.12-2.19 (2H, ra) , 2.65 (2H,t, J«8.0 Hz), 2.72 {2H,t, J-8.4 
Hz), 3,69 {2H, s) , 3.70 (3H, s) , 4.31 (2H, t, J-6.0 Hz), 7.13 

<1H, t, J=8.0 Hz), 7.48 (IH, dd, J-8.0, 1.6 Hz), 7.53 {IH, dd, 
J«=8.0,1.6 Hz), 7.96 (IH, dd, J-8,4, 2.0 Hz), 8.02 (IH, d, 
J=8.4 Hz), 8.34 (IH, s) , 8.61-8.62 (IH, m) . 
Example 233 

• A mixture of methyl [3-cyano-2-' (3~{3-propyl"-l- [5- 
( trif luoromethyl) -2-pyridinyl J '-"lH-pyra2ol-4~ 
yDpropoxy) phenyl] acetate (330 mg) , IN aqueous sodium 

^ hydroxide solution (5 ml), tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours and IN ■ 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 

^ concentrated. The obtained colorless crystals were collected 
by filtration to give [3-cyano--2- (S-fS-propyl-l™ [5- 
(trif luoromethyl) ~2"pyridinyl] --lH'-pyra2ol-4- 
yl}propoxy) phenyl] acetic acid (270 mg, yield 86%). The 
crystals were recrystallized from hexane-ethyl acetate. 

^ melting point: 146-"147oC 
Kxaixple 234 

To a mixture of 3"{3-isopropyl-l~[5" (trif luoromethyl) -2-- 
pyridinyl]~lH-pyrazol'-4-yl}-l--propanol (570 mg) , methyl (3- 
bromo-2--hydroxyphenyl) acetate (460 mg) , tributylphosphine (790 

° mg) and tetrahydrofuran (40 ml) was added 1,1'-- 

azodicarbonyldipiperidine (980 mg) at room temperature and the 
mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 

^ concentrated. Then, the residue was subjected to silica gel 
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colunon chromatography^ and methyl [3""bromo-2- (3-{3-isopropyl- 
1- [5- (trif Ittoromethyl) -a-pyridinyl] '-lH-pyrazol-4- 
yl}propoxy) phenyl] acetate (750 mg, yield 76%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
's^ hexane {1:9, volume ratio)* 

^H-NMR (CDCl3)5: 1-35 (6H, d, J-6.8 Hz), 2.14^2.21 {2H, m) , 
2.76 (2H, t, Hs) , 2.60-3.10 (lH,m) , 3.69 (3H, s) , 3.71 

<2H, s) , 4,04 {2H, t, J=6.4 Hz), 6,97 (IH, t, J-8.0 Hz), 7.22 
{IH, dd, J^8.0, 1.6 Hz), 7.48 {IB, dd, J=8.0,1.6 Hz), 7.95 
0 (IH, dd, J-8. 8,2.0 Hz), 8.04 (IH, d, J-8 . 8 Hz), 8.34 {IH, s) , 
8.60-8.61 {IH, m) . 
Exaxcple 235 

A mixture of methyl £3-bromO"2- (3-{3-"isopropyl--l- [5- 
(trif luoromethyl) -2-pyridinyl] -"lH-pyrazol'-4- 
yl}propoKy) phenyl I acetate (700 mg) , IN aqueous sodium 
hydroxide solution, (5 ml) , tetrahydrofuran (5 ml) and methanol 
{5 ml) was stirred at room temperature for 4 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO-s) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3*-bromo-2- {3-{3"isopropyl-l-[5- 
(trif luoromethyl) •"2-pyridinyl] -lH-'pyrazol~4- 
yljpropoxy) phenyl] acetic acid (610 mg, yield 89%), The 
'-5 crystals were recrystallized from hexane--ethyl acetate, 
melting point: 146-147^0 
Eacample 236 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl3-lH-pyrazol-4"yl}"-l-propanol (430 mg) , methyl {a- 
bromo-2-hydroxyphenyl) acetate (340 mg) , tributylphosphine (590 
mg) and tetrahydrofuran (40 ml) was added 1,1'- 
azodicarbonyldlpiperidine (730 mg) at room temperature and the 
mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
^ material was removed by filtration and the filtrate was 
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concentrated. Then, the residue was stibjected to silica gel 
column chromatography, and methyl [3-bromo-2- (3-{3-propyl-l- 
[5- (trif luoromethyl) -2-pyridinyl]~lH-pyrazol-4~ 
yDpropoxy) phenyl] acetate (570 mg, yield 78%) was obtained as 
5 a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

'-H-KMR (CDCl3)6: 1.03 (3H, t, J-7.6 Hz), 1.72-1.80 (2H, m) , 
2.12-2.20 (2H, m), 2.66 (2H,t, J=8 . 0 Hz), 2.73 (2H,t, J=8.4 
Hz), 3.69 (3H, s), 3.70 (2H, s) , 4.03 (2H, t, J=6.4 Hz), 6.97 
(IH, t, J-7.6 Hz), 7.22 (IH, dd, J-7.6, 1.6 Hz), 7.48 (IH, dd, 
J-7.6,1.6 Hz), 7.96 (IH, dd, J»8.8, 2.0 Hz), 8.02 (IH, d, 
J-8.8 Hz), 8.34 (IH, s) , 8.61-8.62 (IH, m) . 
Exainple 237 

A mixture of methyl [3-bromo-2- (3-{3-propyl-l- t5- 
{trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yllpropoxy) phenyl] acetate (500 mg) , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature 4 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3-bromo-2- {3-{3-propyl-l~ [5- 
( trif luoromethyl) -2-pyridinyl ] -lH-pyrazol-4- 
yljpropoxy) phenyl] acetic acid (380 mg, yield 7 8%) . The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 145~146°C 
Example 238 

To a mixture of 3- {3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol~4-yl}-l-propanol (430 mg) , methyl (3- 
chloro-2-hydroxyphenyl) acetate (280 mg) , tributylphosphine 
(580 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (730 mg) at room temperature and the 
mixture was stirred overnight at es^C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
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material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
column chromatography, and methyl [3~chloro-2- (3-{3-isopropyl- 
1- [5- (trif luorcanethyl) -2-pyridinyl] -lH-pyrazol-4- 
^ yl}propoxy) phenyl] acetate (590 mg, yield 85%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

^H-NMR (CDCl3)8: 1.35 {6H, d, J-6.8 Hz), 2.11-2.30 {2H, m) , 
2.74 (2H, t, J=8.0 Hz), 3.04-3.10 (lH,m) , 3.69 (3H, s) , 3.70 
(2H, s) , 4.06 (2H, t, J=6.4 Hz), 7.02 (IH, t, J=8 . 0 Hz), 7.17 
(IH, dd, J=8.0, 1.6 Hz), 7.31 (IH, dd, J=8.0,1.6 Hz), 7.95 
(IH, dd, J=8. 8,2.0 Hz), 8.04 (IH, d, J=8.8 Hz), 8.33 (IH, s) , 
8.60-8.61 {IH, m) . 
Example 23d 

A mixture of methyl [3-chloro-2- (3- {3-isopropyl-l- [5- 
(trif luoromethyl) -2-pyridinyl] -~lH-pyrazol-4~ 
yDpropoxy) phenyl] acetate (510 mg) , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours. IN 
^0 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOfl) and concentrated. The obtained colorless crystals were 
collected by filtration to give t3-chloro-2- (3-{3-isopropyl-l- 
[5~ (trif luoromethyl) -2~pyridinyl] -lH-pyrazol~4- 
yl)propoxy) phenyl] acetic acid (400 mg, yield 81%) . The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point; 141-142°C 
Escamyple 240 

To a mixture of 3- {3- (1-ethylpropyl) -1- [5- 
{ trif luoromethyl ) -2-pyridinyl ] -lH-pyra2ol-4-yl } -1-propanol 
(460 mg) , methyl (3-ethyl-2-hydroxyphenyl) acetate (270 mg) , 
tributylphosphine (580 mg) and tetrahydrofuran (30 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (730 mg) at room 
temperature and the mixture was stirred overnight at 65^C. The 
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reaction solution was concentrated and isopropyl ether was 
added. The insoluble material was removed by filtration and 
the filtrate was concentrated. Then, the residue was subjected 
to silica gel column chrcanatography, and methyl [3-ethyl-2- (3- 
5 { 3- (1-ethylpropyl) -1- [5- (trif luoromethyl) -2-pyridinyl ] -IH- 
pyrazol-4-yl}propoxy) phenyl] acetate {510 rag, yield 73%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (1:9, volume ratio). 

^H-NMR (CDCl3)5: 0.89 (6H, t, J-7.2 Hz), 1.24 {3H, t, J=7 . 6 
^« Hz), 1.60-1.88 (4H,m), 2.09-2.16 (2H, m) , 2.50-2.72 (5H, m) , 
3.69 (2H, s), 3.69 {3H, s) , 3.87 (2H, t, J=6.0 Hz), 7.04 {IH, 
t, J=7.6 Hz), 7.11 (IH, dd, J=7.6, 2.0 Ha), 7.15 (IH, dd, 
J-7. 6,2.0 Hz), 7.95 (IH, dd, J=8. 8,2.4 Hz), 8.04 (IH, d, J=8.8 
Hz), 8.33 (IH, s), 8.61 (IH, m) . 
Example 241 

A mixture of methyl I3-ethyl-2- (3- {3- (1-ethylpropyl) -1- 
[5- (trif luoromethyl) -2-pyridinylJ-lH-pyrazol-4- 
yDpropoxy) phenyl) acetate (480 mg) , IN aqueous sodium 
hydroxide solution (7 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature 4 hours and IN 
hydrochloric acid (7 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained colorless crystals were collected 
2^ by filtration to give [ 3-e thy 1-2- {3- {3- (1-ethylpropyl) -1- [ 5- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazoi-4- 
yl}propoxy) phenyl] acetic acid (350 mg, yield 75%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 130-131»C 
■5° ExaHijple 242 

To a mixture of 3- tl- (5--chloro-2-pyridinyl) -3-isopropyl- 
lH"pyrazol-4-yl] -1-propanol (70 mg) , methyl {3-ethyl-2- 
hydroxyphenyl) acetate (50 mg) , tributylphosphine (110 mg) and 
tetrahydrofuran (10 ml) was added 1,1'- 
^5 azodicarbonyldipiperidine (140 mg) at room temperature and the 
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mixture was stirred overnight at eS^C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was r^oved by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
■5 column chromatography, and methyl (2-{3- [1- (5~chloro-2- 
pyridinyl)-3~isopropyl~lH-pyrazol-4-yl]propoxy}-3- 
ethylphenyl) acetate (80 mg, yield 69%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio ) , 

^H-NMR (CDCl3)6: 1-24 (3H, t, J-7 . 6 Hz), 1.34 (6H, d, J=6 . 8 
Hz), 2.05-2.20 (2H, m) , 2.56-2.80 (4H, m) , 3.04-3.10 (lH,m) , 
3.68 (2H, s), 3.68 (3H, s) , 3.86 (2H, t, J=6.4 Hz), 7.04 (IH, 
t, J«7.6 Hz), 7.05-7.16 (2H, m) , 7.71 (IH, dd, J=8.8,2.8 Hz), 
7.90 (IH, dd, J=8.B,0.8 Hz), 8.24 (IH, s) , 8.29 (IH, m) . 
Example 243 

A mixture of methyl ( 2- { 3- 1 1- ( 5-chloro-2-pyridinyl ) -3- 
isopropyl-lH~pyrazol~4-yl]propoxy}-3-ethyiphenyl) acetate (80 
mg) , IN aqueous sodium hydroxide solution (2 ml) , 
tetrahydrofuran (2 ml) and methanol (2 ml) was stirred at room 
temperature for 4 hours. IN Hydrochloric acid (2 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSOfl) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2- {3- [1- {5-chloro-2-pyridinyl) -3-isopropyl-lH-pyrazol-4- 
yl]propoxy}-3-ethylphenyl) acetic acid (50 mg, yield 62%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 142-143°C. 
Example 244 

To a mixture of 3- {3-isopropyl-l- [6- 
(trif luoromethyl) pyridazin-3-yl] -lH-pyrazol-4-yl } -l~propanol 
(300 mg) , methyl (3-ethyl-2-hydroxyphenyl) acetate (190 mg) , 
tributylphosphine (410 mg) and tetrahydrofuran (30 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (520 mg) at room 
t^perature and the mixture was stirred overnight at eS^C. The 
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reaction solution was concentrated and isopropyl ether was 
added. The insoluble material was removed by filtration and 
the filtrate was concentrated. Then, the residue was subjected 
to silica gel column chromatography, and methyl [3-ethyl-2- (3- 
^ {3-isopropyl-l- [6- (trif luoromethyl) pyridazin-3~-yl] -XH-pyrazol- 
4-yl}propo3£y) phenyl] acetate (250 mg, yield 53%) was obtained 
as a colorless oil frcmi a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

^H-NMR {CDCl3)6: 1.24 {3H, t, J=7 . 6 Hz), 1.35 (6H, d, J=6 . 8 
Hz), 2.10-2.19 (2H, m) , 2.65-2.72 (2H, m) , 2.77 {2H, q, J=7.6 
Hz), 3.05-3.11 (lH,m) , 3.68 (2H, s), 3.69 (3H, s) , 3.89 (2H, 
t, J=6.0 Hz), 7.05 (IH, t, J=7.6 Hz), 7.11 (IH, dd, J-7 . 6 , 1.6 
Hz), 7.15 (IH, dd, J=7.6,1.6 Hz), 7.84 (IH, d, J=9.2 Hz), 8.30 
{IH, d, J=9.2 Hz), 8.55 (IH, s) . 
E&canple 245 

A mixture of methyl [3-ethyl-2- (3-{3-isopropyl~l-[6- 
(trif luoromethyl) pyridazin-3-Yl] -lH-pyrazol-4- 
yDpropoxy) phenyl] acetate (220 mg) , IN aqueous sodium 
hydroxide solution (7 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours. IN 
Hydrochloric acid (7 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-ethyl-2- (3-{3-isopropyl-l- 
16- (trif luoromethyl) pyridazin-3--yl] -lH~pyrazol~4- 
yl}propoxy) phenyl] acetic acid (140 mg, yield 67%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 126-1270C. 
Exainple 246 

To a mixture of 3- [1- (5-foromo-2-pyridinyl) ~3-isopropyl- 
lH-pyrazol-4-yl]-l-propanol (250 mg) , methyl (3~ethyl-2- 
hydroxyphenyl) acetate (150 mg) , tributylphosphine (330 mg) and 
tetrahydrofuran (20 ml) was added 1,1'- 

azodicarbonyldipiperidine (410 mg) at room temperature and the 
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mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by .filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
^ column chromatography, and methyl {2-{3- [1- (5-bromo-2- 
pyridiny 1) -3-isopr opyl-lH-pyraz ol-4-yl ] propoxy } -3- 
ethylpiienyl) acetate <210 mg, yield 54%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio ) . 
0 ^H-NMR (CDCl3)6: 1.24 (3H, t, J=7.6 Hz), 1.34 (6H, d, J=7 . 2 
H2), 2.05-2.17 (2H, m) , 2.64-2.74 {4H, m) , 3.02-3.09 (IH, m) , 
3.68 (2H, s), 3.68 (3H, s) , 3.86 (2H, t, J=6 . 4 Hs) , 7.04 {IH, 
t, J=7.6 Hz), 7.10 (IH, dd, J=7.6,1.6 Hz), 7.15 (IH, dd, 
J=7.6,1.6 Hz), 7.84-7.85 (2H, m) , 8.24 (IH, s) , 8.38-8.39 (IH, 
m) . 

Example 247 

A mixture of methyl {2-{3- [1- {5-bromo-2-pyridinyl) -3- 
isopropyl-lH-pyra2ol-4-yl ] propoxy} -3-ethylphenyl) acetate (190 
mg) , IN aqueous sodium hydroxide solution (2 ml) , 
tetrahydrofuran (2 ml) and methanol (2 ml) was stirred at room 
temperature for 4 hours. IN Hydrochloric acid (2 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2-{3- [1- {5-bromo-2-pyridinyl) -3-isopropyl-lH-pyrazol-4- 
yl] propoxy }-3-ethylphenyl) acetic acid (140 mg, yield 76%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 152°C. 
Bxasple 248 

To a mixture of 3-{l- [3-chloro-5- (trif luoromethyl) -2- 
pyridinyl]-3-isopropyl-lH~pyrazol-4-yl}-l-propanol (250 mg) , 
methyl (3-ethyl-2~hydroxyphenyl) acetate (140 mg) , 
tributylphosphine (310 mg) and tetrahydrofuran (20 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine (390 mg) at roOTi 
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tstiperature and the mixture was stirred overnight at 65°C. The 
reaction solution was concentrated and isopropyl ether was 
added. The insoluble material was removed by filtration and 
the filtrate was concentrated. Then, the residue was subjected 
^ to silica gel column chrcxnatography, and methyl [2-(3-{l-t3- 
chloro-5- (trifluoromethyl) -2-pyridinyl]-3-isopropyl-lH- 
pyra2ol-4-yl}propoxy)-3-ethylphenyl] acetate {180 mg, yield 
48%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane (1:9, volume ratio). 
^0 ^H-NMR (CDCl3)6: 1.24 (3H, t, J=7 . 6 Hz), 1.37 (6H, d, J=7.2 
Hz), 2.02-2.18 (2H, m) , 2.64-2.77 (4H, m) , 3.06-3.12 (IH, m) , 
3.68 (2H, s), 3.68 (3H, s) , 3.88 (2H, t, J=6.4 Hz), 7.05 (IH, 
t, J==7.6 Hz), 7.10-7.12 (IH, m) , 7.15 (IH, dd, J-7.6,2.0 Hz), 
8.08 (2H, m), 8.62 (IH, m) . 
Escanple 249 

A mixture of methyl [2- (3-{l~- t3-chloro-5- 
(trif luoromethyl) -2-pyridinyl] -3-isopropyl-lH-pyrazol-4- 
yl}propoxy)-3-ethylphenyl} acetate (160 mg),lN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran {2 ml) and methanol 
^° (2 ml) was stirred at room temperature for 4 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3-{ 1- [3-chloro-5- 
(trif luoromethyl) -2-pyridinyl] ~3-lsopropyl-lH-pyrazol-4- 
yl }propoxy) -3-ethylphenyl] acetic acid (90 mg, yield 58%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: dS-BS^C. 
^° Exanaple 250 

To a mixture of 3- [1- (3 ,5-dichloro-2-pyridinyl) -3- 
isopropyl-lH-pyrazol-4~yl]-l-propanol (250 mg) , methyl (3- 
ethyl~2-hydroxyphenyl) acetate (160 mg) , tributylphosphine (340 
mg) and tetrahydrofuran (20 ml) was added 1,1'- 
azodicarbonyldipiperidine (430 mg) at room temperature and the 
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mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
^ column chromatography, and methyl (2-{3-[l- (3,5-dichloro-2- 
pyridinyl ) -3-isopropyl-lH-pyrazol-4-yl] propoxy } ~3- 
ethylphenyl) acetate (260 mg, yield 67%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
{1:9, volume ratio) . 
^0 ^H-NMR (CDCl3)5: 1.23 (3H, t, J-7 . 6 Hz), 1.36 (6H, d, . 8 

Hz), 2.10-2.16 {2H, m) , 2.67 (2H, g, J=7.6 Hz), 2.74 (2H, t, 
J=8.4 Hz), 3.06-3.13 {IH, m) , 3.68 {2H, s) , 3.68 (3H, s) , 3.87 
(2H, t, J=6.4 Hz), 7.04 (IH, t, J-7 . 6 Hz), 7.11 {IH, dd, 
J=7.6,1.6 Hz), 7.15 (IH, dd, a-=7.6,1.6 Hz), 7.87 (IH, d, J=2.4 
Hz), 7. 89 (IH, s), 8.35-8.36 (IH, m) . 
Example 251 

A mixture of methyl (2-{3-[l-(3,5-dichloro-2-pyridinyl)- 
3-isopropyl-lH-pyra2ol-4-yl ] propoxy } ~3-ethylphenyl) acetate 
(230 mg) , IN aqueous sodium hydroxide solution (3 ml) , 
20 tetrahydrofuran (3 ml) and methanol (3 ml) was stirred at room 
temperature for 4 hours. IN Hydrochloric acid (3 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2- {3- [1- (3 ,5-dichloro-2-pyridinyl) -3-isopropyl-lH- 
pyraz ol-4-yl] propoxy }-3-ethylphenyl) acetic acid (180 mg, yield 
81%) . The crystals were recrystallized from hexane-ethyl 
acetate, melting point: 93-9 S^C. 
Example 252 

To a mixture of 3- [1- (5~-chloro-2-pyridinyl) -3- (l- 
ethylpropyl)-iH-pyrazol-4-yl]-l-propanol (530 mg) , methyl (3- 
ethyl-2-hydroxyphenyl) acetate (340 rag) , tributylphosphine (740 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (920 mg) at room ten«>erature and the 
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mixture was stirred overnight at 65oc. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 

^ column chromatography, and methyl (2-{3- tl- (5-chloro-2-- 
pyridinyl) -3- (l-ethylpropyl) -lH-pyrazol-4-yl]propoxy }-3~ 
ethylphenyl) acetate (440 mg, yield 53%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio). 

'0 ^H-NMR (CDCl3)5: 0.88 (6H, t, J=7 . 6 Hz), 1.23 (3H, t, J=7.6 
Hz), 1.70-1.79 {4H, m), 2.10-2.13 {2H, m) , 2.55-2.71 (5H, m) , 
3.68 (2H, s) , 3.68 (3H, s) , 3.86 (2H, t, J-6 . 4 Hz), 7.04 (IH, 
t, J=7.6 Hz), 7.12 (la, dd, J=7.6, 2.0 Hz), 7.15 (IH, dd, 
J«=7. 6,2.0 Hz), 7.70 (IH, dd, J=8.8,2.4 Hz), 7.89 (IH, dd, 

^ J=8.8,0.4 Hz), 8.24 (IH, s) , 8.29-8.30 (IH, m) . 
Example 253 

A mixture of methyl (2- {3- tl~ (5-chloro-2-pyridinyl) -3- (1- 
ethylpropyl) -lH-pyrazol-4-yl3propoxy}-3-ethylphenyl) acetate 
(440 mg) , IN aqueous sodium hydroxide solution (3 ml) , 
tetrahydrofuran (3 ml) and methanol (3 ml) was stirred at room 
temperature for 4 hours. IN Hydrochloric acid (3 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
Chloride solution, dried (MgSO^) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2-{3- [1- (5~chloro~2-pyridinyl) ~3- ( 1-ethylpropyl) -IH- 
pyra2ol-4~yl]propoxy}-3-ethylphenyl) acetic acid (300 mg, yield 
70%) . The crystals were recrystallized from hexane-ethyl 
acetate, melting point: 114-115oC 
Eacample 254 

To a solution of 4-propyl-3- (3-{3-propyl-l-E5- 
(trif luoromethyl) -2-pyridyl]-lH-pyrazol-4-yl}propoxy) -IH- 
pyrazole (400 mg) in N,N-dimethylf ormamide (6 ml) was added 
sodium hydride (60%, in oil, 46 mg) at 0°C and the mixture was 
stirred at room t^i^erature for 15 minutes. Broraomethyl 
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acetate (0.10 ml) was added at 0°C and the mixture was stirred 
at room temperature for 1 hour. The reaction mixture was 
poured into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
5 chloride solution, dried {MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and white 
crystals were obtained from a fraction eluted with ethyl 
acetate-hexane {1:2, volume ratio). A mixture of the obtained 
crystal, IN aqueous sodium hydroxide solution {1.5 ml), 

^•^ tetrahydrofuran {4 ml) and methanol (4 ml) was stirred at room 
teireperature 5 hours. IN Hydrochloric acid (1.5 ml) was added, 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give t4-propyl-3-" (3-{3-propyI-l- [5™ (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}propoxy)-lH"Pyrazol-l-yl] acetic acid 
(310 mg, yield 69%) . The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 138-139°C. 

^0 Exanople 255 

To a solution of 3- (3- { 3~-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl] -lH-pyra2;ol-4-yl}propoxy) -4-propyl-lH-pyrazole (400 
mg) in N,N-dimethylf orraamide (6 ml) was added sodium hydride 
(60%, in oil, 46 mg) at 0°C and the mixture was stirred at room 
temperature for 15 minutes. Bromomethyl acetate (0.10 ml) was 
added at 0°C and the mixture was stirred at room temperature 
for 1 hour. The reaction mixture was poured into water, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
^° (MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and white crystals were obtained 
from a fraction eluted with ethyl acetate-hexane {1;2, volume 
ratio) . A mixture of the obtained crystal, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature 5 hours. IN 
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Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 

^ collected by filtration to give C3- (3~{3-ethoxy-l- [5- 
(trifluoromethyl) -2-pyridyl] -lH-pyrazol-4-yl)propoxy) -4- 
propyl-lH-pyrazol-l-yl] acetic acid (330 mg, yield 72%). The 
crystals were recrystallized from ethyl acetate-hexane , 
melting point: 134-135°C. 

" Bxanple 256 

To a mixture of 3-{3-propyl~l-t5~ (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol-4~yl}-l-propanol (400 mg) , ethyl 3- (1- 
cyclohexyl-3-hydroxy-lH-pyrazol-5-yl)propanoate (370 rag), 
tributylphosphine (520 mg) and tetrahydrofuran (30 ml) was 
added 1 ,l'-a2odicarbonyldipiperidine (640 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- tl-cyclohexyl-3- (3-{3- 
propyl-l- [5- (trifluoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy)-lH-pyrazol-5~yl] propanoic acid (240 mg, yield 
35%) . The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 164-165°C. 
Exasnple 257 

To a mixture of 3- {3-ethoxy-l- [5- (trifluorcxnethyl) -2- 
pyridyl]~lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3-{l- 
cyclohexyl-3-hydroxy-lH-pyrazol-5-yl)propanoate (370 mg) , 

453 



wo 03/099793 PCT/JP03/06389 

tributylphosphine {520 rag) and tetrahydrofuran (30 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine {640 mg) at room 
temperature and the mixture was stirred overnight. 5?he 
reaction solution was concentrated. The residue was subjected 
^ to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l-cyclohexyl-3- {3-{3- 
ethoxy-1- [5- (trifluoromethyl) -2-pyridyl] -lH-pyra2ol-4- 
yl)propoxy)-lH-pyrazol~5-yl 3 propanoic acid (270 mg, yield 
40%) . The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 89-9 0°C. 
HSacaniple 258 

^° ^ mixture of 3- {3-propyl-l- [5- (trifluoromethyl) -2- 
pyridyl3-lH~pyrazol-4-yl}"l-propanol (230 mg) , ethyl (2- 
fluoro-3-hydroxyphenyl) acetate (140 mg) , tributylphosphine 
(280 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (350 rag) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodiim chloride solution, dried 
(MgSOa) and concentrated. The obtained colorless crystals were 
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collected by filtration to give [2-f luoro-3- (3- {3-propyl-l- £5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetic acid (220 mg, yield 68%). The 
crystals were recrystallized from ethyl acetate-hexane . 
^ melting point: 109-110«C. 
Exaiqple 259 

To a mixture of 3-{3-propyl-l-[5~ (trifluoromethyl) -2- 
pyridyl3-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl (2- 
hydroxy-3"^ethoxyphenyl) acetate (310 mg) , tributylphosphine 
" (640 mg) and tetrahydrofuran (35 ml) was added 1,1'- 

azodicarbonyldipiperidine (800 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
> fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 .5 ml) , tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (2.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-methoxy--2- (3- {3-propyl-l- 
[5- (trifluoromethyl) -2-pyridyl 3 -lH-pyrazol-4- 
yDpropoxy) phenyl] acetic acid (590 mg, yield 78%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 122-123°C. 
Example 260 

To a mixture of 3-{3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (620 mg) , methyl (3- 
ethoxy-2-hydroxyphenyl> acetate (420 mg) , tributylphosphine 
(800 mg) and tetrahydrofuran (35 ml) was added 1,1'- 
azodicarbonyldipiperidine (1.00 g) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
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chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio), 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (3 ml) , tetrahydrofuran (4 ml) and methanol 
^ (4 ml) was stirred at rocan temperature for 5 hours. IN 
Hydrochloric acid <3 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
^0 collected by filtration to give f3-ethoxy-2- (3-{3-propyl~l- [5- 
(trif luoromethyl) -2-pyridyl] ~lH-pyrazol-4- 
yDpropoxy) phenyl] acetic acid (880 mg, yield 90%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 133-134«C. 
Example 261 

To a mixture of 3- {3-cyclohexy 1-1- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3-{l- 
cyclohexyl-3-hydroxy-lH-pyra2ol-5-~yl)propanoate (300 mg) , 
tributylphosphine (460 mg) and tetrahydrofuran (30 ml) was 
^° added 1 , 1 '-azodicarbonyldipiperidine (570 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
•30 washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l~cyclohexyl-3- (3-{3- 
cyclohexyl-1- 15- (trif luoromethyl) -2-pyridyl]-lH-pyrazol-4- 
yl}propoxy)-lH-pyrazol-5-yl]| propanoic acid (300 mg, yield 
46%) . The crystals were recrystallized from ethyl acetate- 
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hexane. melting point: 190-19loC* 
EscanpXe 262 

To a mixture of 3^{3-isopropyl-l- [5- (trifluoromethyl) -2- 
pyridyl]--lK~pyrazol-4«-yl}-"l-propanol (400 mg) , ethyl 3~(1-- 
^ cyclohexyl-B-hydroxy-lH-pyrazol-S-yDpropanoate <340 mg) , 
tribiatylphosphine (520 mg) and tetrahydrofuran (30 ml) was 
added 1 r 1 '-azodicarbonyldipiperidine (650 mg) at room 
temperature and the mixture was stirred overnight • The 
reaction solution was concentrated. The residue was subjected 
to silica gel columin chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio).. A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours, IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l-cyclohexyl-S-- {3-{3"- 
isopropyl-^l-'IS- {trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-- 
yl}propoxy)"-lH-pyrazol-5-yl] propanoic acid {230 mg, yield 
34%) . The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 16 6-1 67^0. 
Example 263 

To a mixture of 3- {S-isopropyl'-l- [5- (trif luoromethyl) -2- 
pyridyl]""lH-pyrazol-4'-yl}"l-propanol (350 mg) , - ethyl 3-E3" 
hydroxy-l-'isopropyl-lH-pyrazol-S-yllpropanoate (250 mg) , 
tributylphosphine (440 mg) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (560 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-^hexane 
{1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (1 ml) , tetrahydrofuran 
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(4 ml) and methanol {4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (1 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
^ solution, dried (MgSO,) and concentrated. The obtained 

colorless crystals were collected by filtration to give 3-Cl- 
isopropyl-3~ (3-{3-isopropyl-l- [5- (trif luoromethyl) --2-pyridyl] - 
lH-pyra2ol-4-yl}propoxy)-lH-pyrazol-5-yl] propanoic acid (200 
mg, yield 36%) . The crystals were recrystallized from ethyl 
^° acetate-hexane. melting point: ISO-lSloc. 
Example 264 

A mixture of methyl (2-{3- [1- (5-amino-2-pyridyl) -3- 

isopropyl-lH-pyrazol-4-yl ] propoxy } -3-raethoxyphenyX) acetate 

(390 rag), IN aqueous sodium hydroxide solution (1.5 ml), 

^5 tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at room 

temperature for 5 hours, and concentrated. To a mixture of the 

obtained residue and water (10 ml) was added a solution of 

calcium chloride (0.20 g) in water (1 ml) at room temperature 

and the mixture was stirred overnight. The resulting white 

precipitates were collected by filtration to give calcium {2~ 

{ 3- ri- (5-amino-2-pyridyl) -3-isopropyl-lH-pyrazol-4- 

yl I propoxy }-3-methoxyphenyl) acetate (300 mg, yield 81%) as 
amorphous . 

^H-NMR (DMSO-d6)5: 1.23 (6H, d, J=6 . 6 Hz), 1.85-1.98 (2H, m) , 
2.60 (2H, t, J=7.4 Hz), 2.96 (IH, septet, J=6.9 Hz), 3.37 (2H, 
s) , 3.73 (3H, s), 3.91 (2H, t, J=6.2 Hz), 5.29 (2H, br s) , 
6.75-6.90 (3H, m) , 7.08 (XH, dd, J=8.6, 2.9 Hz), 7.51 (IH, d, 
J--8.4 Hz), 7.72 (IH, d, a=2 . 4 Hz), 8.10 (IH, s) . 
Exanqple 265 

To a mixture of methyl (2- { 3- [1- (5~amino-2-pyridyl) -3- 
isopropyl-lH-pyrazol-4-yl] propoxy }-3-methoxyphenyl) acetate 
(390 mg) and N,N-dimethylformamide (6 ml) was added acetic 
anhydride (0.10 ml) at room temperature and the mixture was 
stirred overnight. Water (20 ml) was added to the reaction 
mixture and the mixture was extracted with ethyl acetate. The 
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ethyl acetate layer was washed with aqueous sodium hydrogen 
carbonate, dried (MgSO*) , and concentrated. A miscture of the 
obtained residue, IN acjueous sodium hydroxide solution (1.5 
ml) , tetrahydrofuran (4 ml) and methanol {4 ml) was stirred at 
^ room temperature for 5 hours. IN Hydrochloric acid (1.5 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give {2-{3-[l-(5-acetylamino-2-pyrxdyl)-3-isopropyl-lH- 
pyrazol-4-yl3propoxy}-3-methoxyphenyl) acetic acid (320 mg, 
yield 78%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 158-159°C. 
Exainple 266 

To a mixture of methyl {2-{3- [1- (5-amino-2-pyridyl) -3- 
isopropyl-lH-pyrazol-4-yl I propoxy } -3-methoxyphenyl) acetate 
(400 mg) and N,N-dimethylf ormaraide (6 ml) was added propionyl 
chloride (0.12 ml) at 0°C and the mixture was stirred at room 
temperature overnight. Water (20 ml) was added to the reaction 
mixture, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with aqueous sodium hydrogen 
carbonate, dried (MgSOa) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:1, volume ratio). A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (2 ml), 
tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (2 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (3-methoxy-2- { 3- I3-isopropyl-l- (5-propanoylamino-2~ 
pyridyl)-lH-pyrazol-4-yl]propoxy}phenyl) acetic acid (340 mg, 
yield 78%) . The crystals were recrystallized from ethyl 
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acetate-^hexane . melting point: i47~148*^C- 
Example 267 

To a mixture of methyl (2-"{3~ [1- {5-amino-2--pyridyl) -3- 
isopropyl"lH"pyrazol-4-yl] propoxy } --3-"methoxyphenyl) acetate 
^ (400 mg) and N.lSI-dimethylformamide (6 ml) was added butyryl 
chloride (0.14 ml) at 0°C and the mixture was stirred at room 
temperature overnight. Water (20 ml) was added to the reaction 
mixture, and the mixture was extracted with ethyl acetate* The 
ethyl acetate layer was washed with aqueous sodium hydrogen 
carbonate, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane {1:1, volume ratio). A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (2 ml) , 
tetrahydrofuran {4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid <2 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried {MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2-{3^tl- (5-butyrylamino-2-pyridyl) -3-isopropyl-lH- 
pyrazol~4-yl]propoxy}-3"methoxyphenyl) acetic acid (350 mg, 
yield 83%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: ■119--120^C. 
Example 268 

To a mixture of methyl (2^{3~ [1- (5-amino-2-pyridyl) --3^ 
isopropyl~lH™pyrazol-"4-yl] propoxy]-3-methoxyphenyl) acetate 
(400 mg) and N,N~dimethylformamide (6 ml) was added isobutyryl 
chloride (0.15 ml) at 0°C and the mixture was stirred at room 
temperature overnight. Water (20 ml) was added to the reaction 
mixture, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with aqueous sodiiom hydrogen 
carbonate, dried {MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
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hexane {1:1, volume ratio) . A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution {2 ml), 
tetrahydrofuran (4 ml) and methanol {4 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (2 ml) was added 
5 and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [3-methoxy-2- (3-{3-isopropyl~l- [5- (2- 
methylpropanoylaraino) -2~pyridyl ] ~lH-pyrazol-4~- 
yllpropoxy) phenyl] acetic acid (370 mg, yield 82%) . The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 122-123°C. 
Escan^le 269 

To a mixture of methyl {2-{3- [1- (5-araino-2-pyridyl) -3- 
isopropyl-lH~pyrazol-4-yl]propoxy}-3-methoxyphenyl) acetate 
(400 mg) , pyridine (0.10 ml) and acetonitrile (6 ml) was added 
methanesulfonyl chloride {0.10 ml) at 0°C, and the mixture was 
stirred at room temperature for 1 hour. Water (15 ml) was 
^0 added to the reaction mixture, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried {MgS04) and 
concentrated. The residue was subjected to silica gel colxamn 
chromatography, and a colorless oil was obtained from a 
^■5 fraction eluted with ethyl acetate-hexane {1:1, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
{4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid {2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give {3~methoxy-2— {3- [3-isopropyl~ 
1- (5-methylsulfonylamino-2-pyridyl) -lH-pyrazol~4- 
yl]propoxy)phenyl) acetic acid {270 mg, yield 58%). The 
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crystals were recrystallized from ethanol. melting point: 176- 
177°C. 

Sxang^le 270 

A mixture of methyl {3-"methoxy~2-{3'- t3-isopropyl™l- (5- 
5 nitro"-2"pyridyl>-lH-pyra2oX'--4""yl3propoxy}phenyl) acetate (400 
mg) , IN aqueous sodium hydroxide solution (1.5 ml), 
tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours* IN Hydrochloric acid (1.5 ml) was 
added ^ and the mixture was extracted with ethyl acetate* The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give {3""methoxy-2-{3-[3-isopropyl-l"-(5-nitro-2-pyridyl) -IH- 
pyrasol"4"yl]propoxy>phenyl) acetic acid (240 mg, yield 62%). 
^ The crystals were recrystallized from ethanol. melting point: 
161""162°C. 
EscmxiplB 271 

To a mixture of 6- [4- (3-hydroxypropyl) ~3--isopropyl-lH"- 
pyrazol-l-yl]pyridine-3'-carbonitrile (520 mg) , methyl (2- 

0 hydroxy-3-methoxyphenyl) acetate (380 mg) , tributylphosphlne 
(7 80 mg) and tetrahydrofuran (30 ml) was added 1^1'- 
azodicarbonyldipiperidine (970 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

^ chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio)* 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 

^ Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(HgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and (2"-{3- [1- (5--cyanO'-2--pyridyl) "3- 

^ isopropyl-lH--pyra2ol-4'-yl3propoxy}-3-methoxyphenyl) acetic acid 
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{460 mg, yield 67%) was obtained as colorless crystals from a 
fraction eluted with ethyl acetate-hexane (3:1, volume ratio). 
The crystals were recrystallized frcxn ethyl acetate-hexane. 
melting point; 144-145°C. 
Example 272 

To a mixture of 3- t3~isopropyl-l- (5-methyl-2-pyridyl) -IH- 
pyrazol-4-yl]-l-propanol (400 mg) , methyl (2-hydroxy-3- 
methoxyphenyl) acetate (300 mg) , tributylphosphine (620 mg) and 
tetrahydrofuran (50 ml) was added 1,1 

azodicarbonyldipiperidine (780 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:3, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2.5ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (2.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOfl) and concentrated. The obtained colorless crystals were 
collected by filtration to give (3-methoxy-2~{3- [3-isopropyl- 
1- {5-methyl-2-pyridyl) -lH-pyrazol-4-yl]propoxy} phenyl) acetic 
acid (470 mg, yield 72%). The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 132-133''C. 
Elxan^le 273 

To a mixture of 3- El~ (5-fluoro-2-pyridyl) -3-isopropyl-lH- 
pyrazol-4™yl3-l-propanol (500 mg) , methyl ( 2 -hydroxy- 3- 
methox3^henyl) acetate (410 mg) , tributylphosphine (770 mg) and 
tetrahydrofuran (50 ml) was added 1,1 

azodicarbonyldipiperidine (960 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
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A mixture of the obtained oily substance, IN aqueous sodiuiu 
hydroxide solution (2.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room t^iqperature for 5 hours. 
IN Hydrochloric acid (2.5 ml) was added, and the mixture was 
5 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-{3- [1- {5-f luoro-2-pyridyl) - 
3-isopropyl-lH-pyrazoi-4-yl] propoxy ) -3-methoxyphenyl) acetic 
^° acid (180 mg, yield 22%) . The crystals were recrystallized 
from ethanol-hexane . melting point: 125-126'>C. 
EExaanple 274 

To a mixture of 3-{3~isopropyl-l- [ 6- 
(trif luoromethyl) pyridazin-S-yl j ~lH-pyrazol-4~yl }-l-propanol 
(400 mg) , methyl (2-hydroxy-3-methoxyphenyl) acetate (280 mg) , 
tributylphosphine (520 rag) and tetrahydrofuran (30 ml) was 
added 1,1 '-azodicarbonyldipiperidine (640 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
20 to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
2^ 5 hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- {3-{3-isopropyl-l- te- 
ttrif luoromethyl) pyridazin~3-yl] -iH-pyrazol~4-yl }propoxy) -3- 
methoxyphenyl] acetic acid (490 mg, yield 80%). The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
92-93''C. 
Exanqple 275 

"To a mixture of 3-{3-isopropyl-l-[5- 
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(trif luororoethyl) pyrimidin-2-yl] -lH~pyra2ol-4-yl}-l-propanol 
(400 mg> , benzyl C2-hydroxy-3-methoxyphenyl) acetate (450 mg) , 
tributylphosphine (520 mg) and tetraHydrofuran (30 ml) was 
added 1 r 1 ' -azodicarbonyldipiperidine (640 mg) at rocan 
^ temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained oily substance, 
" 5% palladium-carbon (0.1 g) and tetrahydrofuran (8 ml) was 
stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and [3--methoxy-2- (3-{3-iBopropyl-l- 
15- (trif luoromethyl) pyrimidin-2-yl] -lH-pyrazol■~4- 
yl}propoxy)phenyl]acetic acid (390 mg, yield 65%) was obtained 
as colorless crystals from a fraction eluted with ethyl 
acetate-hexane (2:3, volume ratio). The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 131- 

Sxanple 276 

To a mixture of 3- [1- {5"ethylpyrimidin-2-yl) -3-isopropyl- 
lH-pyrazol-4-yl]-l-propanol (400 mg) , methyl {2-hydroxy-3- 
methoxyphenyl) acetate (310 mg) , tributylphosphine (590 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (740 rag) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (2:3, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room t^perature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution, dried 
(MgSOfl) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2~{3- [1- C5-ethylpyriniidin-2- 
yl) -3-isopropyl-lH-pyrazol-4-yl] propoxy } -3- 
^ methoxyphenyl) acetic acid (430 mg, yield 68%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
103-104'>C. 
Exainple 277 

To a mixture of 3- [1~ (6-methoxypyridazin-3-yl) -3- 
isopropyl~lH-pyrazol-4-yl]-l-propanol (300 mg) , methyl (2- 
hydroxy-3-raethoxyphenyl) acetate (240 mg) , tributylphosphine 
{440 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (550 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
^5 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran (4 ml) and 
^0 methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give (3-methoxy-2- {3- [1- (6- 
m6thoxypyridaz:in-3-yl)-3-~isopropyl~lH-pyrazol-4- 
yl] propoxy} phenyl) acetic acid (400 mg, yield 84%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 124--125''C. 
30 Example 278 

To a mixture of 3-{l- [5- (trifluoromethyl) -2-pyridyll-3- 
isopropyl-lH-pyrazol-4-yl}-l-propanol (400 mg), ethyl (4- 
hydroxy-3-methoxyphenyl) acetate (280 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (50 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at rocaa temperature and the 
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mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 

^ A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid {1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

^ washed with saturated aqueous sodium chloride solution, dried 
{MgSOO and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-methoxy-4- (3-{l- [5- 
(trif luoromethyl) -2-pyridyl] -3-isopropyl-lH-pyrazol-4- 
yDpropoxy) phenyl] acetic acid (250 mg, yield 41%). The 

' crystals were recrystallized from ethyl acetate-hexane. 
melting point: 134™135<'C. 
Example 279 

To a mixture of 3- {1- [5- (trif luoromethyl) -2-pyridyl] -3- 
isopropyl-lH~pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3- (4- 
hydroxy-3-methoxyphenyl)propanoate (300 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (50 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3-methoxy-4- (3-{l- [5- 
(trif luoromethyl) -2-pyridyl] -3-lsopropyl-lH-pyrazol-4- 

467 



wo 03/099793 PCT/JP03/06389 

yDpropoxy) phenyl] propanoic acid (220 mg, yield 35%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 118-119*='C, 
Example 280 

^ To a mixture of 6- [4- (3-hydroxypropyl) -3-isopropyi-lH- 

pyrazol-l-yl]pyridazine-3-carbonitrile (400 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (320 rag) , tributylphosphine 
(600 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (740 mg) at room temperature and the 
^0 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:3, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 2 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
<MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and 6- (4-{3-I2-methoxy-6- 
(methoxycarbonylmethyl) phenoxy] propyl } -3-isopropyl-lH-pyrazol- 
l-yl)pyrida2ine-3-carboxylic acid (220 mg, yield 32%) was 
obtained as colorless crystals from a fraction eluted with 
ethyl acetate-hexane (1:1, volume ratio). The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 146- 
147°C. 

Example 281 

To a mixture of 3- [3-isopropyl-l- (5-chloro-2-pyridinyl) - 
^0 lH-pyrazol-4-yl]-l-propanol (400 rag) , methyl (2- 

hydroxyphenyl) acetate {261 mg) , tributylphosphine (713 ^) and 
tetrahydrofuran (100 ml) was added 1,1'- 

azodicarbonyldipiperidine (722 mg) at room temperature and the 
mixture was stirred for 2.5 days. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
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chromatography , and methyl (2- { 3- [ 1- ( 5-chloro-2-pyridinyl ) -3- 
isopropyl-lH-pyrazol-4-yX]propoxy}phenyl) acetate (470 mg, 
yield 77%) was obtained. as a pale-yellow oily substance from a 
fraction ©luted with ethyl acetate-hexane (1:12, volume 
^ ratio) . 

^H-NMR (CDCla) S: 1-32 {6H, d, J = 6.9 Hz), 2.02 ~ 2.18 {2H, 
m), 2.62 - 2,71 (2H, m) , 2.95 - 3.10 (IH, m) , 3.65 (2H, s) , 
3.67 (3H, s), 4.00 - 4.06 (2H, m) , 6.80 - 6.94 (2H, m) , 7.15 - 
7.27 (2H, ra), 7.69 (IH, dd, J = 2.7, 9.0 Hz), 7.88 (IH, d, J - 
^0 9.0 Hz) , 8.19 (IH, s), 8.27 (IH, d, J = 2.7 Hz) . 
Exaiqple 282 

To a mixture of 3- t3-isopropyi-l" (5-chloro-2-pyridinyl) - 
lH-pyrazol-4-yl]~l-propanol {400 mg) , methyl (2-hydroxy-3- 
methoxyphenyl) acetate {308 mg) , tributylphosphine {713 jil.) and 
tetrahydrofuran (100 ml) was added 1,1'- 

azodicarbonyldipiperidine (722 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl (2-{3- [1- {5-chloro-2-pyridinyl) -3- 
^° isopropyl-lH-pyra2ol-4-yl]propoxy}-3-methoxyphenyl) acetate 
(550 mg, yield 84%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:12, volume 
ratio) . 

H-NMR (CDCI3) 5: 1.33 (6H, d, J = 6 . 9 Hz) , 2 . 01 - 2 . 12 {2H, 
m), 2.64 - 2.72 (2H, m) , 2.97 - 3.12 (IH, m) , 3.56 (3H, s) , 
3.68 (2H, s) , 3.83 (3H, s) , 4.02 - 4.09 {2H, m) , 6.78 - 5.86 
{2H, m) , 6.96 ~ 7.03 {IH, m) , 7.68 {IH, dd, J - 2.7, 9.0 Hz), 
7.88 (IH, d, J = 9.0 Hz), 8.23 (IH, s) , 8.27 (IH, d, J = 2.7 
Hz) . 
^° Example 283 

To a mixture of 3~{3-methyl~l- f 5- (trifluoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yl}~l-propanol (367 mg) , methyl (3- 
hydroxy-l-methyl-lH-pyrazol~5-yl) acetate (200 rag), 
tributylphosphine (588 juL) and tetrahydrofuran (25 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (596 mg) at room 
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temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography^ and a yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1^ volume ratio), A mixture of the obtained 
oily substance^ IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran {25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate* 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
obtained pale-red solid was recrystallized from ethyl acetate 
to give [l-methyl-3- {3-{3-methyl-'l-- [5- (trifluoromethyl) -2- 
pyridinyl]~lH-"pyraaol"-4--yl}propoxy) -IH-pyrazol-S-'yl] acetic 
acid (222 mg, yield 44%) as colorless crystals, melting point: 
143-144°C. 
Example 284 

To a mixture of 2-{3--ethoxy^l~ [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyra2:ol"-4-yl}~l-ethanol (356 mg) , methyl (3- 
hydroxy-l-^methyl-lH-pyrazol-5-yl) acetate (200 mg) , 
tributylphosphine (588 jl^L) and tetrahydrofuran (25 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (596 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:3, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IJSf Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a white solid was obtained from a fraction elated with ethyl 
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acetate-hexane (7:3, voltime ratio). The obtained solid was 
recrystallized from ethyl acetate-hexane to give [3-(2-{3- 
ethoxy-1- I 5- ( trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}ethoxy)-l-niethyl-lH-pyra2ol-5-yl 3 acetic acid (104 mg, yield 
^ 20%) as colorless crystals, melting point: 156-158°C. 
Exaiqsle 285 

To a mixture of 3-{3-ethoxy-l- [4- (trif luoromethyl) -2- 
pyridinyl]~lH-pyrazol-4-yl}-l~propanol {500 rag), methyl 3- (2- 
ethoxy-4-hydroxyphenyl)propanoate (392 mg) , tributylphosphine 
(792 pX.) and tetrahydrofuran (32 ml) was added 1,1'- 
azodicarbonyldipiperidine (802 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:5, volume ratio). The 
obtained solid was recrystallized from ethyl acetate-hexane to 
give methyl 3- t2-ethoxy-4- (3-{ 3-ethoxy~l- [4- (trif luoromethyl) - 
2-pyridinyl] -lH-pyrazol-4~yl }propoxy) phenyl] propanoate (174 
mg, yield 34%) as colorless crystals, melting point: 79~81°C. 
Eacanple 286 

To a mixture of 3-{3-ethoxy-l- [4- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l~propanol (500 mg) , methyl (3- 
hydroxyphenyl) acetate (529 mg) , tributylphosphine (792 ^1.) and 
tetrahydrofuran (32 ml) was added 1,1'- 

azodicarbonyldipiperidine (802 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate™hexane (1:5, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
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concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [3- (3-{3-ethoxy~l- [4- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 

yl}propoxy) phenyl] acetic acid (524 mg, yield 73%) as colorless 
^ crystals, melting point: 128-130<»C. 
Exaiaple 287 

To a mixture of 3- {3-ethoxy-l- [4- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4~yl}-l-propanol (500 mg) , ethyl 3~(3- 
ethoxy-4-hydroxyphenyl)propanoate (393 mg) , tributylphosphine 

° (792 jxti) and tetrahydrofuran (50 ml) was added 1,1'-- 

azodicarbonyldipiperidine (802 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 

^ eluted with ethyl acetate-hexane (1:5, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 

" ethyl acetate. The ethyl acetate layer was washed with 

saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3- [4- (3~ {3-ethoxy-l- [4- 
( trif luoromethyl) -2~pyridinyl] -lH-pyrazol-4-yl}propoxy) -3- 

' methoxyphenyl] propanoic acid (403 mg, yield 51%) as colorless 
crystals, melting point: 111-112°C. 
Example 288 

To a mixture of 3-{3~ethoxy~l- [4- (trif luoromethyl) -2~ 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl (2- 
' hydroxyphenyl) acetate {291 mg) , tributylphosphine (792 ^) and 
tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (802 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
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eluted with ethyl acetate^hexane (1:5^ volume ratio). A 
mixture of the obtained solid , IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred oveimight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [2- {3"-{3-ethoxy-*l-~ [4- 
(trlf luoromethyl) '~-2~pyridinylI -lH"-pyra2;ol-4" 

yDpropoxy) phenyl] acetic acid (479 mg, yield 67%) as colorless 
crystals, melting point: 121-122=*C. 
Example 289 

To a mixture of 3- {3-ethoxy-l- [4™ (trif luoromethyl) -2- 
pyridinyl]"-"lH-pyrazol-4-yl}"-l^propanol (500 mg) , ethyl 2~{3"- 
hydroxyphenoxy)-2"methylpropaneacetate (393 mg) , 
tributylphosphine (792 p.L) and tetrahydrofuran {100 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (802 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:7, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodiim hydroxide solution {25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution^ dried (MgSO^) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:1, volume ratio). The obtained oily substance was 
recrystallized from ethyl acetate-hexane to give 2- [3- (3-{3-» 
ethoxy-1^ [4^ (trif luoromethyl) "2"-pyridinyl] "lH'"pyra2ol"-4- 
yl}propoxy)phenoxy]-2-methylpropanoic acid (140 mg, yield 18%) 
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as colorless crystals, melting point: 9 8-9 9 "C. 
Exain£>le 290 

To a mixture of ethyl 2-{3- [3- {3-ethoxy-lH-pyrazol-4- 
yl)propoxy]phenoxy>-2-methylpropanoate (400 mg) , 2-chloro-3- 
^ {trifluoromethyl) pyridine (240 mg) and N,K-dimethylformamide 
(20 ml) was added sodium hydride (60%, in oil, 52.8 rag) at 0°C 
and the mixture was stirred at room ten^erature for 3 hours. 
Thereafter, to the reaction solution was added ethyl iodide 
(106 jjj,) , and the mixture was stirred for 2.5 hours. To the 
reaction solution was added saturated aqueous ammonium 
chloride solution, and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:5, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran {25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO<s) and concentrated. A mixture of the obtained colorless 
oil, IN aqueous soditim hydroxide solution (325 jxL) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calciiam 
chloride (36.0 mg) dissolved in a small amount of water and 
the mixture was stirred overnight at room temperature. The 
resulting white precipitates were collected by filtration to 
give calcium 2- [3- (3-{3-ethoxy-l- [3- (trifluoromethyl) -2- 
pyridinyl] -lH-pyrazol-4-yl }propoxy) phenoxy] -2-methylpropanoate 
(166 mg, yield 31%) as amorphous. 

^H-NMR (DMSO-dg) 5: 1.33 (3H, t, J = 7.2 Hz) , 1.41 (6H, s) , 
1.92 - 2104 (2H, m), 2.45 - 2.55 (2H, m) , 3.88 - 3.96 (2H, m) , 
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4.24 (2H, q, J - 7.2 Hz), 6.36 - 6.45 (3H, m) , 6.96 ™ 7.04 
(IH, m) , 7,44 " 7.51 (IH, ra) , 8,19 (IH, s) , 8.29 - 8.35 (IH, 
m) , 8.63 - 8.68 (IH, m) . 
Eacainple 291 

A mixture of ethyl 2-{3'" [3- (3-ethoxy™lH"pyrazol-4- 
yl)propoxy]phenoxy}-2-methylpropanoate {400 mg) , 3- 
(trifluoromethyDphenylboric acid (418 mg) , copper (II) acetate 
(300 mg) , pyridine (160 ^L) and N.K^dimethylf ormamide (10 ml) 
was stirred overnight at room temperature. To the reaction 
solution was added saturated aqueous ammonium chloride 
solution, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-^hexane (1:5, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IM Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgSO^) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (510 jxL) , 
tetrahydrofuran {25 ml) and ethanol (25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
chloride (67.6 mg) dissolved in a small amount of water and 
the mixture was stirred overnight at room temperature. The 
resulting white precipitates were collected by filtration to 
give calcium 2- [3- (3"{3-ethoxy"-l^ [3- (trif luoromethyDphenyl]^ 
lH-pyra2ol-4-yl }propoxy) phenoxy] -2-methylpropanoate {343 mg^ 
yield 63%) as amorphous. 
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^H-NMR (DMSO-de) 6: 1.34 (3H, t, J « 7.0 Hz), 1.41 {6H, s) , 
1.90 - 2.07 (2H, a), 2.42 ~ 2.54 (2H, m) , 3.88 - 4.00 (2H, m) , 
4.29 (2H, q, J = 7.0 Hz), 6.36 - 6.46 (3H, m) , 6.96 - 7.07 
(IH, m), 7.45 - 7.53 (IH, m) , 7.59 - 7. 70 (IH, m> , 7.95 - 8.04 
^ {2H, m) , 8.41 (IH, s) . 
Example 292 

A mixture of ethyl 2-{3-E3-{3-ethoxy-lH-pyra2ol-4- 
yl)propoxy]phenoxy}-2-inethylpropanoate (400 mg) , 2- 
(trifluoromethyl)phenylboric acid (418 mg) , copper (II) acetate 
(300 mg) , pyridine (160 yiL) and N,N~dimethylformaraide (10 ml) 
was stirred overnight at room temperature. To the reaction 
solution was added saturated aqueous ammonium chloride 
solution, eind the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgSOi) and concentrated. The 
residue was subjected to silica gel colximn chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:5, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at roc»n temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (265 pX.) , 
tetrahydrofuran (25 ml) and ethanol {25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcixjra 
chloride (29.3 mg) dissolved in a small amount of water and 
the mixture was stirred overnight at room temperature. The 
resulting white precipitates were collected by filtration to 
give calcium 2-t3- (3-{3-ethoxy-l-[2-(trifluoromethyl)phenyl]- 
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lH-"pyrazol"-4""yl }propoxy) phenoxy] -2-methylpropanoate (109 mg, 
yield 20%) as amorphous. 

'H-NMR (DMSO'-de) 8: 1.30 (3H, J - 7,0 Hz), 1,41 (6H, s) , 
1.86 - 2.04 (2R, m), 2,42 - 2,54 (2H, m) , 3.86 - 3.98 {2H, m) , 
^ 4.19 l2Hr q, J = 7.0 Hz), 6.35 6.47 C3H, m) , 6.96 - 7.06 
(IH, m), 7.53 ™ 7.65 (2H, m) , 7.68 - 7.90 (3H, m) . 
Example 293 

A mixture of ethyl 2"{3--I3- {3-ethoxy-lH-pyrasol-4-' 
yDpropoxy] phenoxy} -2 -methylpropanoate (400 mg) , 4- 
ethylphenylboric acid (318 mg) , copper(II) acetate (289 mg) , 
pyridine (154 p,L) and N^N-dimethylformamide (10 ml) was stirred 
overnight at room temperature. To the reaction solution was 
added saturated aqueous ainmonium chloride solution, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate-- 
hexane (1:9, volume ratio) . A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature, IN Hydrochloric acid {25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IH aqueous sodium hydroxide solution (600 ^xL) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
chloride (66.2 mg) dissolved in a small amount of water and 
the mixture was stirred oveimight at room temperature. The 
resulting white precipitates were collected by filtration to 

477 



30 



wo 03/099793 PCT/JP03/06389 

give calcium 2- C3-{3- [3-ethoxy-l- (4-ethylphenyl) -lH-pyra2ol-4- 
yl3propoxy}plienoxy)~2-methylpropanoate (274 mg, yield 55%) as 
amorphous . 

^H-NMR (DMSO-ds) 8: 1.18 (3H, t, J = 7.8 Hz), 1.33 {3H, t, J = 
^ 7.0 Hz), 1.41 (6H, s), 1.88 - 2.06 {2H, tn) , 2.40 - 2.55 {2H, 
m), 2.59 (2H, q, J - 7.8 Hz), 3.86 - 3.98 (2H, m) , 4.25 (2H, 
q, J = 7.0 Hz), 6.35 - 6.46 (3H, m) , 6.95 - 7.07 (IH, m) , 7.23 
(2H, d, J = 8.8 Hz) , 7.57 {2H, d, J = 8.8 Hz) , 8.13 (IH, s) . 
Sxanple 294 

A mixture of ethyl 2-{3- [3- {3-ethoxy-lH-pyra2ol-4- 
yl)propoxy]phenoxy}-2-niethylpropanoate (400 rag) , 4- 
methylphenylboric acid (288 rag), copper (11) acetate (289 mg) , 
pyridine (154 {4,L) and N,N-dimethylforraamide (10 ml) was stirred 
overnight at room temperature. To the reaction solution was 
added saturated aqueous ammonium chloride solution, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:8, voliime ratio). A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgSOa) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
■3" acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (775 jjji) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
chloride (86.0 mg) dissolved in a small amount of water and 
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the mixture was stirred overnight at room teat^erature . The 
resulting white precipitates were collected by filtration to 
give calcium 2~ (3- {3- [3-ethoxy-l- (4-methYlphenyl) -iH-pyrazol- 
4-Yl]propoxy}phenoxy)-2-methylpropanoate {353 mg, yield 73%) 
^ as amorphous. 

^H-NMR (DMSO-de) 8: 1.32 (3H, t, J = 7.0 Hz), 1.41 (6H, s) , 
1.88 - 2.04 {2H, m), 2.29 {3H, s) , 2.40 - 2.53 m) , 3.86 - 

3.98 (2H, m) , 4.25 {2H, q, J = 7.0 Hz) , 6.35 - 6.47 {3H, m) , 
6.95 - 7.08 (IH, m), 7.21 (2H, d, J = 8.4 Hz), 7.55 (2H, d, J 
0 = 8.4 Hz) , 8.13 (IH, s) . 
Esvsaapl& 295 

To a mixture of 4-{3-propyl~l-[5- (trif luoromethyl)-2- 
pyridinyl]-lH-pyrazol-4-yl}-l-butanol (500 mg) , methyl (2~ 
hydroxy-3-methoxyphenyl> acetate {330 mg) , tributylphosphine 

^ (762 and tetrahydrofuran {120 ml) was added 1,1'- 

azodicarbonyldipiperidine {772 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

° fraction eluted with ethyl acetate-hexane (1:7, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran {25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid {25 ml) was added, and the mixture was 

' extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give [3-methoxy-2- 
(4- {3-propyl-l- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4~ 

' yl}butoxy) phenyl] acetic acid (451 mg, yield 60%) as colorless 
crystals, melting point: 111-112»C. 
Bxanple 296 

To a mixture of 3- {3-propyl-l- [4 - 

(trifluoromethyl) phenyl ]-lH-pyra2ol-4-yl}-l-propanol (400 mg) , 
methyl (2-hydroxyphenyl) acetate (234 mg) , tributylphosphine 
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{638 jiL) and tetrahydrofuran (100 ml) was added l,!'- 
azodicarbonyldipiperidine (646 mg) at room temperature and the 
mixture was stirred for 2 days. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
^ chrcanatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:7, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room tanperature for 2.5 days. 
" IN Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOfl) and concentrated. The residue was subjected to silica 
gel column chromatography, and £2- (3-{3-propyl-l- I4- 
(trifluoromethyl>phenyl] -lH-pyrazol-4-yl}propoxy) phenyl] acetic 
acid (340 mg, yield 59%) was obtained as a colorless oil from 
a fraction eluted with ethyl acetate-hexane (1:2, volume 
ratio) . 

^H-KMR (CDCI3) 6: 0.99 {3H, t, J = 7.4 Hz), 1.60 - 1.82 (2H, 
m), 1.91 - 2.08 (2H, m) , 2.54 - 2.68 (4H, m) , 3.65 (2H, s) , 
3.90 - 4.00 {2H, ra), 6.74 - 6.92 (2H, ra) , 7.08 - 7.26 (2H, m) , 
7.54 - 7.73 (5H, m) . 
Exanple 297 

To a mixture of 3-{3-propyl-l- [4~ 
{trifluoromethyl)phenyl]-lH-pyra2ol-4~yl}-l-propanol (420 mg) , 
methyl {2-hydroxy-3-methoxyphenyl) acetate (290 mg) , 
tributylphosphine (668 yCL) and tetrahydrofuran (100 ml) was 
added 1, 1 '-azodicarbonyldipiperidine (676 mg) at room 
temperature and the mixture was stirred overnight for 2.5 
days. The reaction solution was concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:7, volume ratio). A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
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overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
^ residue was subjected to silica gel column chromatography, and 
a white solid was obtained from a fraction eluted with ethyl 
acetate-hexane (2:3, volume ratio). The obtained solid was 
recrystallized from diisopropyl ether-hexane to give [3- 
methoxy-2-" (3-{3'-propyl--l-- [4-- (trifluoromethyl) phenyl] -IH- 
pyraz;ol--4"-yl}propoxy) phenyl] acetic acid (472 mg, yield 74%) as 
colorless crystals, melting point: 95-96^C. 
Exanqple 298 

A mixture of methyl 3- t2-ethoxy-4~ (S-^O-ethoxy-l- [4^- 
(trifluoromethyl) -2-pyridinyl] -lH-pyrazol-4"- 
yl}propoxy)phenyl]propanoate (86.3 mg) , IN aqueous sodium 
hydroxide solution (20 ml) , tetrahydrofuran (20 ml) and 
ethanol (20 ml) was stirred at room temperature for 8 hours. 
IN Hydrochloric acid (20 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give 3~ l2'-ethoxy- 
4- (3-{3-ethoxy-"l™ [4- (trifluoromethyl) -2-pyridinyl] -IH-pyrazol- 
4-yl}propoxy) phenyl] propanoic acid (67.3 mg,- yield 80%) as 
colorless crystals* melting point: 119-120^C, 
Example 299 

To a mixture of 3- {S-isopropyl-l- [5- (trifluoromethyl) ^2- 
pyridinyl]-lH-pyrazol-4"yl}~l'propanol (400 mg) , methyl (3- 
hydroxy-l--methyl-lH-pyrazol-4-yl) acetate (240 mg) , 
tributylphosphine (638 jxL) and tetrahydrofuran (100 ml) was 
added 1 r 1 '-azodicarbonyldipiperidine (646 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
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(1:3, volume ratio) . A mixture of the obtained solid, IH 
aqueous sodium hydroxide solution (20 ml) , tetrahydrofuran (20 
ml) and ethanol (20 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (20 ml) was added, and the 

^ mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodiiam chloride 
solution, dried (MgS04) and concentrated. The obtained white 
solid was recry stall! zed from ethyl acetate^-hexane to give [3- 
(3-{3-isopropyl^l^[5"" (trif luoromethyl) -2-pyridinylJ-lH- 

^ pyrazol-4-yl}propoxy) -l-methyl-«lH-pyra2:ol-4~yl] acetic acid 

{441 mg, yield 76%) as colorless crystals, melting point: 122-- 
123'=>C. 

Exancple 300 

To a mixture of 3-- {3-isopropyl-l-^t 5- (trif luoromethyl) -2- 

^ pyridinyll-lH-pyrazol-4-yl}*l--propanol (400 mg) , methyl (3- 
ethoxy-2"hydroxyphenyl) acetate (424 mg) , tributylphosphine 
(638 jjjj) and tetrahydrofuran (100 ml) was added 1,1 
azodicarbonyldipiperidine (646 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

^ concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:7, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 

^ ethanol (25 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained white solid was 

^ recrystallized from ethyl acetate-hexane to give [3-ethoxy-2- 
(3"{3-isopropyl-l- [5- {trif luoromethyl) -2-pyridinyl] -IH- 
pyra2ol~4--yl}propoxy) phenyl] acetic acid (455 mg, yield 72%) as 
colorless crystals, melting point: 141-142*^0. 
Exaiiple 301 

^ To a mixture of S-O-ethoxy-^l- [5- (trifluoromethyl) -2- 
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pyridinyl]-lH-pyrazol-4-yl}-l-propanol {400 mg) , methyl <3- 
ethoxy-2^1iydroxyplienyl) acetate (420 mg) , tributylphosphine 
(633 ^L) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (641 mg) at room temperature and the 
^ mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:7, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
0 solution (25 ml), tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred at room temperature for 5 hours . IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [3-ethoxy-2- (3- { 3-ethoxy-l- [5- 
(trifluororaethyl) -2-pyridinyl] -lH-pyrazol-4- 

yDpropoxy) phenyl] acetic acid (415 mg, yield 66%) as colorless 
crystals, melting point: 114-115°C. 
Exaaple 302 

To a mixture of 3- { 3-cyclohexyl-l~ [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (2- 
hydroxyphenyl) acetate (206 rag) , tributylphosphine (563 ^L) and 
tetrahydrofuran (100 ml) was added 1,1'- 

azodicarbonyldipiperidine (570 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:7, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (20 ml) , tetrahydrofuran (20 ml) and ethanol (20 ml) 
was stirred at room temperature for 5 hours. IN Hydrochloric 
acid (20 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO*) and 
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concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [2- O-iS-cyclohexyl-l-rs- 
arif luoromethyl) -2-pyridinyl3 -lH-pyra2ol-4- 
yl}propoxy)phenyl]acetic acid {345 mg, yield 63%) as colorless 
^ crystals, melting point: 127-128oc. 
Example 303 

To a mixture of 3-{3~cyclohexyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (3- 
hydroxy-l-methyl-lH~pyrazol-4-yl) acetate (211 mg) , 
tributylphosphine (563 ^1.) and tetrahydrofuran (100 ml) was 
added l,l'-a2odicarbonyldlpiperidine (570 rag) at room 
temperature and the mixture was stirred for 3 days. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (20 ml) , tetrahydrofuran (20 
ml) and ethanol (20 ml) was stirred at room temperature for 5 
hours. IN Hydrochloric acid (20 ml) was added, and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give [3™(3-{3- 
cyclohexyl-1- [5- (trif luoromethyl) -2-pyridinylJ -lH-pyrasol-4- 
yl}propoxy)-l-methyl-lH~pyrazol-4-yl] acetic acid (457 mg, 
yield 82%) as colorless crystals, melting point: 157-158«'C. 
Example 304 

To a mixture of 3- {3-cyclohexy 1-1- [5- (trif luoromethyl) -2~ 
pyridinyl3-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl (3- 
hydroxy-4-methoxyphenyl) acetate (261 mg) , tributylphosphine 
(563 ^L) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (57 0 rag) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
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eluted with ethyl acetate-hexane (1:7, voltime ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (20 ml) , tetrahydrofuran (20 ml) and ethanol {20 ml) 
was stirred at room temperature for 5 hours. IN Hydrochloric 
^ acid (20 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [3- {3-{3-cyclohexyl-l- [5- 
(trifluoromethyl) -2-pyridinylI-lH-pyrazol-4-yl}propoxy) -4- 
methoxyphenyl] acetic acid (268 mg, yield 46%) as colorless 
crystals, melting point: 117~118«>c. 
Sxainple 305 

To a mixture of 3-{3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4"-yl}-l^propanol (170 mg) , methyl (1- 
ethyl-3-hydroxy~lH-pyra2ol-4-yl) acetate (100 mg) , 
tributylphosphine (272 j^L) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (275 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:5, volume ratio) . A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (15 ml) , tetrahydrofuran (15 
ml) and ethanol (15 ml) was stirred at room temperature for 5 
hours. IN Hydrochloric acid (15 ml) was added, and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give [l-ethyl-3- 

(3- {3-propyl-l- [5- (trif luoromethyl) -2~pyridinyl] -lH~pyrazol-4- 
yl}propoxy)-lH-pyrazol-4~ylj acetic acid (117 rag, yield 46%) as 
colorless crystals, melting point: 105-106'='C. 
Example 306 

To a mixture of 3-{3-cyclohexyl-l- [5- (trifluoroanethyl) -2- 
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pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl (3- 
ethoxy-2-hydroxyphenyl) acetate (466 mg) , tributylphosphine 
(703 pji) . and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (712 mg) at room temperature and the 
^ mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:12, volume 
ratio). A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give [2~{3-{3- 
cyclohexyl-1- £5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy)-3-ethoxyphenyl] acetic acid (537 mg, yield 72%) as 
colorless crystals, melting point: 156-157°C. 
Bxanple 307 

To a mixture of 3- {3-cyclohexy 1-1- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol {400 mg) , methyl (2- 
hydroxy-3 -me thoxyphenyl) acetate (243 mg) , tributylphosphine 
(563 |iL) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (570 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel coltimn 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:12, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS04) and 
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concentrated. The obtained white solid was recrystallized from 
ethyl acetate-^hexane to give [2- O-O-cyclohexyl-l-IS- 
Ctrifluoromethyl) ■"2-pyridinyl]-lH^pyra2ol-4-yl}propoxy) -3- 
methoxyphenyl] acetic acid (427 mg, yield 73%) as colorless 
^ crystals, melting point: 140--'141^C. 
Sxample 308 

A mixture of methyl (2-"{3-- [1- {5'-chloro"-2-pyridinyl) ~3- 
isopropyl-lH"-pyrazol"4-yl]propoxy} phenyl) acetate {230 mg) , IN 
aqueous sodium hydroxide solution (20 ml) , tetrahydrofuran (20 
ml) and ethanol (20 ml) was stirred overnight at room 
temperature • IN Hydrochloric acid (20 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSOii) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give (2- 
{3- [1- (5-chloro-2-pyridinyl) '~-3-isopropyl-^lH"-pyrazol-4- 
yllpropoxy}phenyl) acetic acid (182 mg, yield 82%) as colorless 
crystals, melting point: 141-142^C, 
KKaxnple 309 

A mixture of methyl (2""{3- [1- {5-chloro-2-pyridinyl) -3^ 
isopropyl-lH~pyrazol-"4-yl]propoxy} phenyl) acetate (240 mg) , 5% 
palladium'-carbon (lOD mg) and ethanol (50 ml) was stirred at 
room temperature for 2 days under a hydrogen atmosphere. 
Palladium-carbon was removed by filtration and the filtrate 
was concentrated. The residue was subjected to silica gel 
column chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (20 ml) , tetrahydrofuran (20 ml) and 
ethanol (20 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (20 ml) was added, and the mixture was 
extracted with ethyl acetate • The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgS04) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give (2-{3-i:3'-' 
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isopropyl-l" (2-pyridinyl) '-lH-pyrazol-4- 
yl]propoxy}phenyl) acetic acid (92.4 mg, yield 43%) as 
colorless crystals, melting point: 140-142°C. 
Exan^Xe 310 

To a mixture of 3-{3-isopropyl-l^ [5- (trif luoromethyl) --2- 
pyridinyl]~lH-pyra2ol-"4-yl}^l~propanol (354 mg) , methyl 3- (3- 
hydroxy-l-methyl"-lH-pyrazol-4-yl)propanoate {246 mg) , 
tributylphosphine <563 j^L) and tetrahydrofuran (100 ml) was 
added 1 ^1 '-azodicarbonyldipiperidine (570 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
m aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give 3- 
[3- (3-{3-isopropyl«l-"[5- (trif luoromethyl) '-2-pyridinyl] 
pyrazol-4"yl}propoxy) -l-methyl-lH-pyra2ol-4-yl]propanoic acid 
(307 mg, yield 58%) as colorless crystals, melting point: 124- 
125°C* 

Exanqple 311 

A mixture of methyl (2- { 3- [1- (5-chloro"2-pyridinyl) -3- 
isopropyl-lH-pyrazol-4-yl] propoxy}-3~methoxyphenyl) acetate 
(260 mg) , IN aqueous sodium hydroxide solution (20 ml) , 
tetrahydrofuran (20 ml) and ethanol (20 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (20 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS04) and concentrated. The 
obtained white solid was recrystallized from ethyl acetate- 
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hexaixe to give (2-{3- f 1- (5-cIiloro-2~pyridinyl) -3~isopropyl-lH- 
pyra2ol-4-yl]propoxy}-3-methoxyphenyl) acetic acid (214 mg, 
yield 85%) as colorless crystals, melting point: 148-149oc. 
Kxainple 312 

A mixture of methyl (2-{3- [1- (5-chloro-2-pyridinyl) -3- 
isopropyl-lH~pyrazol-4~yl ] propoxy } -3-~methoxyphenyl ) acetate 
(290 mg) , 5% palladiiam-carbon (300 mg) arid ethanol (50 ml) was 
stirred overnight at room t^perature under a hydrogen 
atmosphere. Palladium- carbon was removed by filtration and the 
filtrate was concentrated. The obtained residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution {20 ml) , tetrahydrofuran 
(20 ml) and ethanol (20 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (20 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained 
colorless oil was recrystailized from diisopropyl ether-hexane 
to give {2-{3- [3-isopropyl-l- (2~pyridinyl) -lH-pyra2ol-4- 
yl]propoxy}-3-raethoxyphenyl)acetic acid (82.0 rag, yield 32%) 
as colorless crystals, melting point: 102-104°C. 
Example 313 

To a mixture of 3~ {3-isopropyl-l- [5- (trifluoromethyl) ~2- 
pyridinyl]-lH~pyrazol~4-yl}-l-propanol {170 rag), methyl (1- 
ethyl-3-hydroxy-lH-pyrazol-4-yl) acetate (100 mg) , 
tributylphosphine (272 |iL) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (275 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a pale-yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:3, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (20 ml) , 
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tetrahydrofuran (20 ml) and ethanol (20 ml) was stirred at 
room temperature for 4 hours. IN Hydrochloric acid (20 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
^ chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and a white 
solid was obtained frcm a fraction eluted with ethyl acetate-- 
hexane (3:2^ volume ratio). The obtained solid was 
recrystallized from diisopropyl ether-hexane to give [l--ethyl- 
0 3- (3- {3-isopropyl^l"" [5- (trif luoromethyl) -2-pyridinyl] -IH- 
pyra2:ol-"4-yl}propoxy)-lR-pyrazol--'4™yl] acetic acid (105 mg, 
yield 42%) as colorless crystals, melting point: 99-lOO^C. 
Exaii¥>le 314 

To a mixture of 3- { S-propyl-^l-- [5~ (trif luoromethyl) ~2-- 
pyridinyl]'-lH-"pyra!z;ol-4-"yl}-l--propanol (400 mg) , methyl 3-{3- 
hydroxy-l-methyl-"lH-pyra2:ol-'4-yl)propanoate (278 mg) , 
tributylphosphine (638 jxL) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (646 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(3:7, volume ratio) . A mixture of the obtained oily substance, 
IH aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred at room temperature 
for 5 hours • IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give 3- 
[l~methyl--^3- (S-^-1 3-propyl-l-- 15- (trif luoromethyl) -2-pyridinylI'- 
lH'-pyra2;ol'-'4-yl}propoxy)-lH"pyrazol-4-yl 3 propanoic acid (436 
mg, yield 73%) as colorless crystals, melting point: 103- 
104<^C. 

Example 315 
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To a mixture of 3-{3-isopropyl-l~t5- (trif luoromethyl)-2"- 
pyridiRyl]^lH-pyrasol~4-yl}"l-"propanol (313 mg) , methyl (2- 
hydroxy-3-metliylphenyl) acetate (541 mg) , tribiatylphosphine 
(748 |xL) and tetrahydrofuran (100 ml) was added 1,1'- 

^ azodicarbonyldipiperidine (757 mg) at room temperature and the 
mixture was heated to 50*=^C. The mixture was stirred at said 
temperature for 1 hour. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 

^ eluted with ethyl acetate-hexane (1:19, volume ratio) . A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 

^ ethyl acetate. The ethyl acetate layer was washed with 

saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated* The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (7:13, volume ratio) • The 

^ obtained solid was recrystallized from ethyl acetate-hexane to 
give [2"" (3-- {3-isopropyl-l-~ [5- (trif luoromethyl) '-2-pyridinyl] - 
lH-^pyrazol™4-yl}propoxy)~-3-methylphenyl] acetic acid (135 mg, 
yield 29%) as colorless crystals, melting point: 159-160^C. 
ExaupXe 316 

^ To a mixture of 3-{3-cyclohexyl™l- [5- (trif luoromethyl) -2- 

pyridinyl]-~-lH-pyrazol~4-yl}'"l--propanol (500 mg) , methyl (2- 
hydroxy-3~methylphenyl) acetate (305 mg) , tributylphosphine 
(703 jxL) and tetrahydrofuran (100 ml) was added 1,1 
azodicarbonyldipiperidine (712 mg) at room temperature and the 

' mixture was heated to 50°C. The mixture was stirred overnight 
at said temperature. The reaction solution was concentrated. 
The residue was subjected to silica gel column chromatography, 
and a pale yellow oily substance was obtained from a fraction 
eluted with ethyl acetate-hexane (1:9, volume ratio). A 

' mixture of the obtained oily substance, IN aqueous sodium 
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hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol {25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
^ washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was subjected to. silica 
gel column chromatography, and a white solid was obtained from 
a fraction eluted with ethyl acetate-hexane {3:7, volume 
ratio) . The obtained solid was recrystallized from ethyl 
° acetate-hexane to give [2- (3-{3-cyclohexyl-l- [5- 

(trif luoromethyl) -2--pyridinyl] -lH~pyrazol-4-yl }propoxy) -3- 
raethylphenyl] acetic acid {193 rag, yield 27%) as colorless 
crystals, melting point: 184-185«>C. 
Example 317 

To a mixture of 3-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyra2ol-4-yl}-l-propanol (329 mg) , ethyl (1- 
cyclohexyl-3-hydroxy-lH-pyrazol-"4--yl) acetate (250 mg) , 
tributylphosphine (523 |j,L) and tetrahydrofuran (100 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (530 mg) at room 
temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel coltmin chromatography, and a yellow oily substance was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. The residue was 
subjected to silica gel column chromatography, and a yellow 
oily substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). The obtained oily 
substance was recrystallized from ethyl acetate-hexane to give 
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[l-cyclohexyl-S- (3-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl] ~lH-pyrazol-4-yl}propoxy) '-lH-pyraaol-4^yl] acetic 
acid (145 mg, yield 27%) as colorless crystals, melting point: 
116-117^C. 
^ ExBEqple 318 

To a mixture of S'-fS-isopropyl-l- [5- (trif liaoromethyl) ^2- 
pyridinyl]^lH^pyra2ol-"4-yl}«"l^propanol (450 mg) , ethyl <5"- 
hydroxy"l-methyl-lH-pyra2ol'^4-yl) acetate (292 mg) , 
tributylphosphine (716 jiL) and tetrahydrofiiran (100 ml) was 
added 1 r 1 '-azodicarbonyldipiperidine (727 rag) at room 
temperature and the mixture, was heated to 50=*C. The mixture 
was stirred overnight at said temperature • The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (3:7, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-^-hexane to give t5"(3-{3- 
isopropyl-1- [5-- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- ■ 
yl}propoxy)^l'-methyl-lH-'pyrazol-4-yl]acetic acid (246 mg, 
yield 38%) as colorless crystals • melting point: 146-148'=>C* 
ExaiEipXe 3X9 

To a mixture of 3- {S-'propyl'-l-^ [5- (trif luoromethyl) --2- 
pyridinyl]-lH-pyrazol-4-yl}-l--propanol (500 mg) , methyl (2- 
30 hydroxy-3-methylphenyl) acetate (344 mg) , tributylphosphine 
(792 jiiL) and tetrahydrofuran (100 ml) was added I,,!'- 
azodicarbonyldipiperidine (802 mg) at room temperature and the 
mixture was heated to 50^C. The mixture was stirred overnight 
at said temperature. The reaction solution was concentrated. 
The residue was subjected to silica gel column chromatography, 
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and a pale yellow solid was obtained from a fraction eluted 
with ethyl acetate-hexane (1:9, volume ratio), A mixture of 
the obtained solid, IN aqpaeous sodium hydroxide solution (25 
ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
5 overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgSO^) and concentrated. The 
obtained white solid was recrystallized from ethyl acetate- 
hexane to give [3-methyl-2- (3-{3-propyi-l- t5- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4~ 

yl}propoxy) phenyl] acetic acid (268 mg, yield 37%) as colorless 
crystals, melting point: 134-135''C. 
Bxainple 320 

To a mixture of 3-{3~propyl-l- 15- (trif iuoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl (1~ 
cyclohexyl~3-hydroxy-lH-pyrazol-4-yl) acetate (336 mg) , 
tributylphosphine (638 jiL) and tetrahydrofuran (100 ml) was 
added 1 , 1 ' -azodxcarbonyldipiperidine (646 mg) at room 
temperature and the mixture was heated to 50°C, The mixture 
was stirred overnight at said temperature. a:he reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and a pale yellow solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The obtained solid was recrystallized 
from ethyl acetate-hexane to give [l-cyclohexyl-3- (3-{3~ 
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propyl-1- [5- (trif luoromethyl) -2-pyridinyl3 -lH-pyrazol-4- 
yl}propoxy)-lH-pyra2ol-4-yl] acetic acid (453 mg, yield 68%) as 
colorless crystals, melting point: 127-12 8°C. 
Example 321 

^ To a mixture of 3-{3-propyl-l- [5~ (trifluoromethyl) -2- 

pyridinyl]-lH-pyrazol-4-yl}-l-propanol (450 mg) , ethyl (5- 
hydroxy-l-methyl-lH-pyrazol-4-yl) acetate (291 mg) , 
tributylphosphine (718 ^L) and tetrahydrofuran (100 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine (727 mg) at rocan 
° temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a pale yellow oily substance 
was obtained from a fraction eluted with ethyl acetate-hexane 
(3:7, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give [1- 
raethyl-5- (3-{3-propyl-l- [5~ (trif luoromethyl) -2-pyridinyl]-lH- 
pyrazol-4-yl}propoxy)-lH-pyrazol-4-yl] acetic acid (274 mg, 
yield 42%) as colorless crystals, melting point: 136~138°C. 
Exainple 322 

■ To a mixture of 3- {3-isopropy 1-1- [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yl}-l~propanol (500 mg) , ethyl (1- 
ethyl-5-hydroxy-lH"pyrazol-4-yl) acetate (381 mg) , 
tributylphosphine (797 ^L) and tetrahydrofuran (100 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (807 mg) at room 
temperature and the mixture was heated to SO'C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a pale-yellow oily substance 
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was obtained from a fraction eluted with ethyl acetate-hexane 
{1:3, volume ratio). A mixture of the obtained oily substance,, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
^ temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The residue was 
subjected to silica gel colimin chromatography^ and a white 
solid was obtained from a fraction eluted with ethyl acetate- 
hexane (1:1^ volume ratio). The obtained solid was 
recrystallized from ethyl acetate-hexane to give [l-ethyl-S-- 
(3- { 3-isopropyl-l^ [5-- (trif luoromethyl) -2-pyridinyl] --IH^ 
pyra2ol"4-yl}propoxy)-lH'"pyrazol-4"yl] acetic acid {187 mg, 
yield 25%) as colorless crystals, melting point: 120-121^0. 
Exan^ie 323 

To a mixture of 3- {3-isopropy 1-1- [5- {trif luoromethyl) -»2- 
pyridinyl]-lH-pyrazol-4-yl}-l--propanol (500 mg) , ethyl 3- (2- 
hydroxy^3-methoxyphenyl)propanoate (395 mg) , tributylphosphine 
(797 |xL) and tetrahydrofuran (100 ml) was added 1,1*^- 
asodicarbonyldipiperidine (807 mg) at room temperature and the 
mixture was heated to 50*^C. The mixture was stirred overnight 
at said temperature. The reaction solution was concentrated* 
The residue was subjected to silica gel column chromatography, 
and a colorless oil was obtained from a fraction eluted with 
ethyl acetate-hexane (1:9, volume ratio). A mixture of the 
obtained oily substance, IN aqueous sodium hydroxide solution 
(25 ml) ^ tetrahydrofuran (25 ml) and ethanol (25 ml) was 
stirred overnight at room temperature, IN Hydrochloric acid 
(25 ml) was added, and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution^ dried (MgS04) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3- 12- (3-{3-"isopropyl-l- [5- 
( trif luoromethyl) ~2-pyridinyl] -lH-pyrazol-4-yl}propoxy) -3-- 
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methoxyphenyl] propanoic acid {429 mg, yield 55%) as colorless 
crystals- melting point: 112-113'=>C. 
Exaiaple 324 

To a mixture of 3-{3-isopropyl-l- [5- (trif luoromethyl) -2-- 
^ pyridinyl]»lH-pyrazoi™4-yl}-l^propanol (500 mg) , ethyl 3""(3~ 
hydroxy--4-methoxyphenyl)propanoate (395 mg) , tributylphosphine 

(797 jxL) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (807 rag) at room temperature and the 
mixture was heated to 50^C. The mixture was stirred overnight 
^0 at said temperature. The reaction solution was concentrated. 
The residue was subjected to silica gel column chromatography, 
and a colorless oil was obtained from a fraction eluted with 
ethyl acetate-hexane (1:9, volume ratio). A mixture of the 
obtained oily substance, IN aqueous sodiiam hydroxide solution 

(25 ml) , tetrahydrofuran (25 ml) and ethanol {25 ml) was 
stirred overnight at room temperature. IN Hydrochloric acid 

(25 ml) was added,, and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS04) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3- [3- (3-{3"-isopropyl-l- [5- 

(trif luoromethyl) -2-pyridinyl] -lH-pyrazol--4-yl}propoxy) -4™ 
methoxyphenyl] propanoic acid {447 mg^ yield 57%) as colorless 
crystals, melting point: 93-94*^0. 
Exanaple 325 

To a mixture of 3- {3-cyclohexyl-l- [5^ (trif luoromethyl) -2- 
pyridinyl]"lH-pyra2ol-4"-yl}-l~propanol {500 rag) , ethyl (5- 
hydroxy-1 -me thyl'-'lH-pyrazol--4-yl) acetate (286 mg) , 
tributylphosphine (703 ^) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (712 mg) at room 
temperature and the mixture was heated to 50^C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a white solid was obtained from 
a fraction eluted with ethyl acetate-hexane {3:7, volume 
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ratio) . A mixture of the obtained solid, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran {25 ml) and 
ethanol <25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added ^ and the mixture was 
^ extracted with ethyl acetate • The ethyl ' acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained pale-yellow crystals 
were recrystallized from ethyl acetate-^hexane to give t5-(3~ 
, {3-cyclohexyl--l^ [5- (trif luoromethyl) ""2-pyridinyl]-lH-pyrasol-- 
4-yl}propoxy)-'l""methyl-"lH-pyrazol-4-yl] acetic acid (538 mg, 
yield 78%) as colorless crystals, melting point: 137-138^0. 
Exainple 326 

To a mixture of 3"{3-propyl-l~ [5- (trif luoromethyl) -2- 
pyridinyl]"-lH--pyra2ol-4~yl}-l''propanol (500 mg) , ethyl 
ethyl-5-hydroxy"~lH-pyrazol-4-yl) acetate (349 mg) , 
tributylphosphine (797 jxL) and tetrahydrofuran (100 ml) was 
added 1 , 1 '^-azodicarbonyldipiperidine (807 mg) at room 
temperature and the mixture was heated to 50^C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a yellow oily substance was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature, IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. The obtained pale-^ 
yellow crystals were recrystallized from ethyl acetate-hexane 
to give [l-ethyl~5- (3-{3-propyl"l"- [5- (trif luoromethyl) -2- 
pyridinyl] -"lH~pyraKol-4-yl Jpropoxy) -lH"pyra2iol'"4-"yl] acetic 
acid (431 mg, yield 58%) as colorless crystals* melting point: 
125-126^C. 
Exainple 327 
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To a mixture of S-O'-isopropyl-l^lS- (trifluoromelihyl) ^2- 
pyridinyl]«-lH--pyra2ol-4-yl}~l~propanol (400 mg) ^ ethyl (5- 
hydroxy-'4-methyl--'lH--pyra2:ol-l--yl) acetate (240 mg) , 
tributylphosphine (550 mg) and tetrahydrofuran (30 ml) was 
^ added I,.! '-azodicarbonyldipiperidine (690 mg) at room 

tert^erature and the mixture was heated to 50*=»C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:3^ volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 

^5 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and a brown solid was obtained from 
a fraction eluted with methanol™ethyl acetate (1:19, volume 

^0 ratio) , The obtained solid was recrystallized from ethyl 
acetate-hexane to give [5- (S-IS-isopropyl-l- [5- 
(trifluoromethyl) -2-pyridinyl] -lH-pyrazol-4--Yl}propoxy) 
methyl-lE-pyrazol~l-yl] acetic acid (222 mg, yield 37%) as 
colorless crystals, melting point: 123~124°C. 
ExaM5>le 328 

To a mixture of S-fS-isopropyl-l"- [5- (trif luoromethyl) --2" 
pyridinyl]-'lH-pyrazol-4-yl}"-l-propanol {500 mg) , ethyl {4- 
ethyl-S-hydroxy-^lH-pyrazol-l'-yl) acetate {349 mg) , 
trlbutylphosphine (797 jxL) and tetrahydrofuran (100 ml) was 
added 1 , 1 '--azodicarbonyldipiperldine (807 mg) at room 
temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a white solid was obtained from 
a fraction eluted with ethyl acetate-hexane (1:3, volume 
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ratio) * A mixture of the obtained solid, lISi aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran {25 ml) and 
ethanol (25 ml) was stirred at room temperature for 30 
minutes. IN Hydrochloric acid {25 ml) was added^ and the 
^ mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried {MgS04) and concentrated. The obtained white 
solid was re crystallized from ethyl acetate-hexane to give [4- 
ethyl-5-" (3"-{3-isopropyl-l- [5- (trif luoromethyl) '-2-"pyridinyl] - 
lH"pyrazol-4-yl}propoxy)"lH-'pyrasol-l-yl] acetic acid (635 mg, 
yield 85%) as colorless crystals* melting point: 1X1-112«='C. 
Example 329 

To a mixture of S-CS-propyl-l"- [5- (trif luoromethyl) 
pyridinyl]-lH--pyra2ol"4-yl}'-l-propanol (400 mg) , ethyl (5™ 
hydroxy-4-methyl-lH-pyrazol-l-yl) acetate (240 mg) , 
tributylphosphine (550 mg) and tetrahydrofuran (30 ml) was 
added l,l'-"azodicarbonyldipiperidine {690 mg) at room 
temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane {1:3^ volume 
ratio) - A mixture of the obtained oily substance^ IN aqueous- 
sodium hydroxide solution {25 ml) , tetrahydrofuran (25 ml) and 
ethanol {25 ml) was stirred at room temperature for 1 hour. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
(MgSO^) and concentrated. The obtained white solid was 
30 recrystallized from ethyl acetate-hexane to give [4-methyl-5-~ 
( 3- { 3-propyl-l- [ 5- { tr if luoromethyl ) -2-~pyr idinyl ] --IH-pyraz ol-»4- 
yllpropoxy) -IH-pyrazol-l-yl] acetic acid (433 mg^ yield 75%) as 
colorless crystals, melting point: 145-146°C. 
EacaEople 330 

To a mixture of 3-{3- {1-ethylpropyl) -1- [5- 
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(trif luorometliyl) -2-pyridinyl] "lH-pyrazol-4-yl}""l-propanol 
(500 mg) , ethyl (4~ethyl-5"hydroxy™lH-pyra2ol-l-yl) acetate 
(318 mg) , tributylphosphine (728 }xL) and tetrahydrofuran (100 
ml) was added 1, 1 '-azodicaxbonyldipiperidine (737 mg) at room 
^ temperature and the mixtiare was heated to 50^C- The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a yellow oily substance was 
obtained from a fraction eluted with ethyl acetate-hexane 
^ (1:3, volume ratio) , A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol {25 ml) was stirred at room temperature 
for 30 minutes. IN Hydrochloric acid (25 ml) was added, and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO^) and concentrated. The 
obtained colorless oil was recrystallized from ethyl acetate- 
hexane to give t4-ethyl-5- (3- {3- (l-ethylpropyl) [5- 
(trif luoromethyl) -2""pyridinyl]-lR"-pyra%ol-4"-yl}propoxy) -IR- 
pyrazol"-l-yl] acetic acid (389 mg, yield 54%) as colorless 
crystals • melting point: 124-125°C, 
Example 331 

To a mixture of 3-{3-propyl'-l-'[5- (trif luoromethyl) -2- 
pyridinyl3-^lH-pyra2ol-4"yl}-l-propanol (400 mg) , ethyl (4~ 
ethyl-S-^hydroxy-lH-pyrazol-l-yl) acetate (279 mg) , 
tributylphosphine (638 jiL) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (646 mg) at room 
temperature and the mixture was heated to 50oc* The mixture 
was stirred at said temperature for 8 hours. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a white solid was obtained from 
a fraction eluted with ethyl acetate -hexane (1:3, volume 
ratio) . A mixture of the obtained solid, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour, IN 
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Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgSOs) and concentrated. The obtained white solid was 
^ recrystallized from ethyl acetate-hexane to give [4»ethyl-5- 

(3-{3-propyl-l-~ [5- (trif luoromethyl) "-2-pyridinylI"-lH-pyrazol-4- 
yl}propoxy)--lH-pyraz:ol->l-yl] acetic acid (420 mg, yield 71%) as 
colorless crystals, melting point: 135-136°C* 
Exsisple 332 

To a mixture of 6- [4~ (3-hydroxypropyl) --3-isopropyl^lH- 
pyra2:ol-l-yl]^3-pyridinyl)ethanone (320 mg) , methyl (2- 
hydroxy~3-methoxyphenyl) acetate (239 mg) , tributylphosphine 
(553 pXi) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (560 mg) at room temperature and the 

^ mixture was stirred for 3 hours. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a yellow oily substance was obtained from 
a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 

^ sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol {25 ml) was stirred at room temperature for 1 hour, IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

^ (MgS04) and concentrated. The obtained white solid was 

recrystallized from ethyl acetate--hexane to give (2-{3-[l™{5- 

acetyl-2™pyridinyl)"3--isopropyl-lH-pyrazol-4-yl]propoxy>--3- 
methoxyphenyl) acetic acid (299 mg, yield 60%) as colorless 
crystals, melting point: 148-149^0. 

^ Example 333 

To a mixture of 3-{ 3- (1-ethylpropyl) -1- [5- 
{trif luoromethyl) ""2-pyridinyl] -lH-pyrazol-4-yl } -l-propanol 
(500 mg) , methyl (l-ethyl-3-hydroxy-~lH-pyraz;ol"4-yl) acetate 
(297 mg) , tributylphosphine (728 jxL) and tetrahydrofuran (100 

^ ml) was added 1 , 1 '-azodicarbonyldipiperidine (737 mg) at room 
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temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:5,. volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred at room temperature 
for 1 hour* IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSOfl) and concentrated* The residue was 
subjected to silica gel column chromatography, and [I'-ethyl-S- 
(3- {3- (l~ethylpropyl) [5- (trif luoromethyl) -2-pyridinyl] --IH-- 
pyrazol-4-yl)propoxy)-lH-pyrazol-4~yl] acetic acid (520 mg, 
yield 72%) was obtained as amorphous from a fraction eluted 
with ethyl acetate-hexane (2:3, volume ratio) , 
^H-NMR {CDCI3) 6: 0-85 (6H, t, J = 7.2 Hz), 1.40 (3H, t, J « 
7.2 R2) , 1.60 - 1.83 (4H, m) , 2.01 - 2.13 (2H, m) , 2,52 2,67 
(3H, m) , 3.44 (2H, s) , 3.96 (2H, q, J - 7.2 Hz), 4.21 - 4.28 
(2H, m) , 7.20 (IH, s) , 7.90 - 7,96 (IH, m) , 8.02 (IH, d, J - 
8.4 Hz), 8.31 (IH, s), 8.56 - 8,60 (IH, m) . 
Exainple 334 

To a mixture of 3- {S-butyl-^l- [5- (trif luoromethyl) ->2-' 
pyridinyl]-lH-pyrazol-4-yl}-l~propanol (500 mg) , methyl (1- 
ethyl™3-hydroxy-lH-pyrazol-~4'-yl) acetate (310 mg) , 
tributylphosphine (762 |^L) and tetrahydrofuran (100 ml) was 
added 1 , 1 '^-azodicarbonyldipiperidine (727 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio), A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran (25 
ml) and ethanol (25 ml) was stirred at room temperature for 1 
hour. IN Hydrochloric acid (25 ml) was added, and the mixture 
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was extrac-ted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS04) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-^hexane to give t3-(3-{3- 
^ butyl^l- [5- (trif luoromethyl} -'2-pyridinyl] --lH--pyrazol-4- 

yl}propoxy) -l-ethyl-lH-pyrazol-4-yl] acetic acid (403 mg, yield 
55%) as colorless crystals, melting point: 109"-110°C, 
Eacample 335 

To a mixture of 3-{3-ethoxy-l- [5- {trif luoromethyl) -2- 

^ pyridinyl] -lH-~pyrazol-4--'yl}'-l-propanol (500 mg) ^ methyl (1- 
ethyl-3-hydroxy"lH-pyra2ol'~4--yl) acetate (322 mg) , 
tributylphosphine {792 |iL) and tetrahydrofuran (100 ml) was 
added 1 ^ 1 '-azodicarbonyldipiperidine (802 mg) at room 
t^perature and the mixture was stirred overnight. The 

^ reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:3, volume ratio)* A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml} , tetrahydrofuran 

^ (25 ml) and ethanol (25 ml) was stirred at room temperature 
for 1 hour, IH Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate* The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained white 

^ solid was recrystallized from ethyl acetate-hexane to give [3- 
{3-{3-ethoxy"l- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyra2iol-4- 
yl}propoxy) -l-ethyl-lH-pyrazol-4™yl] acetic acid (398 mg, yield 
54%) as colorless crystals- melting point: 1D8"-109°C. 
Exanqple 336 

0 To a mixture of 3- [1- (3 ,5-dichloro-'2"pyridyl) -3- 

isopropyl-lH-"pyrazol""4-yl]-l-propanol (500 mg) , methyl (2- 
hydroxy-3-^ethoxyphenyl) acetate (315 rag), tributylphosphine 
(645 mg) and tetrahydrofuran (60 ml) was added 1,1'- 
azodicarbonyldipiperidine (805 mg) at room termperature and the 

^ mixture was stirred overnight. The reaction solution was 
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concentrated and isopropyl ether (20 ml) was added to the 
residue- The insoliible material was removed by filtration and 
the filtrate was concentrated* The residue was subjected to 
silica gel column chromatography, and a colorless oil was 

^ obtained from a fraction eluted with ethyl acetate-hexane 

(l:4r volxame ratio)- A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (3 ml) , tetrahydrofuran 
(6 ml) and methanol {6 ml) was stirred at 50°C for 2 hours and 
poured into water. 2N Hydrochloric acid {3 ml) was added, and 

^ the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried {iy|gS04) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2- { 3-- [1- {3 , 5-~dichloro--2-pyridyl) -S-isopropyl-lH-pyrazol- 

^ 4-yl]propoxy}-3'-methoxyphenyl) acetic acid (550 mg, yield 72%), 
The crystals were recrystallized from ethyl acetate-hexane . 
melting point: 105-106^C, 
ExBBiple 337 

To a mixture of 6- [4- <3-hydroxypropyl) ~3-isopropyl-lH- 

^ pyrazol-l-yl]pyridazine-3-carbonitrile (500 mg) , methyl (2- 
hydroxy-3-'methoxyphenyl) acetate {430 mg) , tributyiphosphine 
(740 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (930 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

^ concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, 2N hydrochloric acid 
(3 ml) and 1,4-dioxane (6 ml) was stirred while heating under 

^ reflux for 6 hours. Water (20 ml) was added, and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The residue was sxibjected to silica 
gel column chromatography, and (2-{3- [1- (6-cyanopyridazin-3-" 

^ yl) -3"isopropyl-lH-pyrazol-4-yl] propoxy }-3- 
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methoxyphenyl) acetic acid (300 mg, yield 37%) was obtained as 
colorless crystals from a fraction eluted with, ethyl acetate- 
hexane {1:1, volume ratio). The crystals were recrystallized 
from ethyl acetate^hexane * melting point: 132-133*>C. 
^ Example 338 

To a mixture of 2- [4- (S-hydroxypropyl) -3~isopropyl-lH- 
pyrasol-l-yllpyrimidine-S-carbonitrile (330 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (280 mg) , tributylphosphine 
(490 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (930 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction e luted with ethyl acetate-hexane (1:3, volimie ratio) . 
A mixture of the obtained oily substance, 2N hydrochloric acid 
(3 ml) and 1,4-dioxane (5 ml) was stirred while heating under 
reflux for 6 hours. Water (20 ml) was added,, and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution^ dried 
^0 (MgS04) and concentrated* The residue was subjected to silica 
gel column chromatography^ and (2- {3- II- (5-cyanopyrimidin-2" 
yl ) -3-isopr opy l-lH-pyr azol-4-y 1 ] propoxy } -*3~- 

methoxyphenyl) acetic acid (140 mg,, yield 28%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
hexane (3:1^ volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane. melting point; 167-168^0. 
Exainple 339 

To a mixture of S-iS-- (1-ethylpropyl) ""1- [fi- 
Ctrif luoromethyl) pyridazin-S-yl] -lH-"pyrazol-4-yl}-l-propanol 
(700 mg) , methyl (2"-hydroxy-3-methoxyphenyl) acetate (480 mg) ^ 
tributylphosphine (820 mg) and tetrahydrofuran (50 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine (1.03 g) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography^ and a colorless oil was 

506 



wo 03/099793 



FCT/JF03/06389 



obtained from a fraction eliated with ethyl acetate-hexane 

(1;4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (4 ml) , tetrahydrofuran 

(6 ml) and methanol (6 ml) was stirred at room temperature for 
^ 5 hours. IH Hydrochloric acid (4 ml) was added, and the 

mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. The obtained 
colorless crystals were collected by filtration to give [2-(3- 

{3- (l-ethylpropyl) -i-[6- (trif luoromethyl) pyridazin-S-yl] -IH- 
pyrazol"-4-yl}propoxy) -3-methoxyphenyl] acetic acid (760 mg, 
yield 76%) * The crystals were recrystallized from ethyl 
acetate-^hexane • melting point: 81-82'=*C. 
Exan^le 340 

To a mixture of 3- {3- (l-ethylpropyl) -1- [6- 

{trif luoromethyl) pyridazin-S-yl] -lH-pyrazol-4-yl }-l-propanol 

{700 mg) , methyl ( 2~hydroxy-3-me thy Iphenyl) acetate {440 mg) , 
tributylphosphine (820 mg) and tetrahydrofuran (50 ml) was 
added l,l'-~azodicarbonyldipiperidine (1.03 g) at room 
■° temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography^ and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (4 ml) , tetrahydrofuran 

(6 ml) and methanol (6 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (4 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained 
colorless crystals were collected by filtration to give [2-(3- 
{3- (1-ethylpropyl) -1- [6- (trif luoromethyl) pyridazin-3-yl] -IH- 
pyra2ol-'4-yl}propoxy)-3-methylphenyl] acetic acid (730 mg, 
yield 73%) , The crystals were recrystallized from ethyl 
acetate-hexane . melting point: 7 6-7 7^*0. 
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Example 341 

To a mixture of 3-"{3- (l-ethylpropyl) -1- [6- 
( trif luoromethyl) pyridazin-S-yl] -lH-pyrazol-4-yl } -1-propanol 
(280 mg) , methyl (3-ethyl"2""liydroxyphenyl) acetate (180 mg) , 

5 tributylphosphine {330 rag) and tetrahydrofuran (30 ml) was 
added 1 ^ 1 '-azodicarbonyldipiperidine (410 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 

^ obtained from a fraction eluted with ethyl acetate-hexane 

(1:4^ volume ratio) . A mixture of the obtained oily substance^ 
IN aqueous sodiiim hydroxide solution (2 ml) , tetrahydrofuran 
{4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid {2 ml) was added and the mixture 

^ was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodiiam chloride solution, dried 
(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-'ethyl-2- (3-^{ 3- (1-- 
ethylpropyl) -1- [6- (trif luoromethyl) pyridazin-3-yl] --IH-pyrazol- 

^ 4~-yl}propoxy) phenyl] acetic acid (250 mg, yield 60%), The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 93-94°C, 
KKample 342 

To a mixture of 3-{3- (l-ethylpropyl) -1- 15- 

5 (trifluoroniethyl)pyrimidin-2'"yl]-lH--pyrazol-4-yl}propanol (550 
mg) , methyl { 2-hydroxy-3 -me thoxyphenyl) acetate (350 mg) , 
tributylphosphine (710 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-^azodicarbonyldipiperidine (930 mg) at room 
temperature and the mixture was stirred overnight. The 

? reaction solution was concentrated. The residue was subjected 
to silica gel columaa chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) • A mixture of the obtained oily substance, 
2N hydrochloric acid (3 ml) and l,4--dioxane (6 ml) was stirred 

* while heating under reflux for 6 hours. Water (20 ml) was 
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added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO<,) and concentrated. The residue 
was subjected to silica gel column chromatography, and [2-<3- 
^ {3- (l-ethylpropyl) -l-t5~ (trifluoromethyl)pyrimidin-2-yl]-lH- 
pyrazol-4-yl}propoxy)-3-methoxyphenyl J acetic acid (180 mg, 
yield 22%) was obtained as colorless crystals from a fraction 
eluted with ethyl acetate-hexane (1:1, volume ratio). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 163-164'>C. 
Exaonple 343 

To a mixture of 3- {3- (l-ethylpropyl) -1- [5- 
(trifluoromethyl)pyrimidin-2-yl] -lH-pyrazol-4"yl)propanol (610 
mg) , methyl (2-hydroxy-3-methylphenyl) acetate (360 mg) , 
^5 tributylphosphine (720 mg) and tetrahydrofuran (30 ml) was 
added 1,1 '-azodicarbonyldipiperidine (900 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
^0 obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio). A mixture of the obtained oily substance, 
2N hydrochloric acid (3 ml) and 1,4-dioxane (6 ml) was stirred 
while heating under reflux for 6 hours. Water (20 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and [2-{3- 
{3- (l-ethylpropyl) -1- [5- (trifluoromethyl)pyrimidin-2-yl]-lH- 
pyrazol-4-yl}propoxy)-3-methylphenyl] acetic acid (260 mg, 
•50 yield 30%) was obtained as colorless crystals from a fraction 
eluted with ethyl acetate-hexane (1:1, volume ratio). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 110-llloC. 
Example 344 

To a mixture of 3-{3-isopropyl-l- [5- (trifluoromethyl) - 
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l,3,4-thiadlazol-2-yl]-lH-pyra2ol-4-Yl}~l-propanol (400 mg) , 
methyl {2-hydroxy-3-m6thoxyphenyl) acetate (270 mg) , 
tributylphosphine (510 mg) and tetrahydrofuran (30 ml) was 
added l,l'-azodicarbonyldipiperidine (530 mg) at room 
•5 temperature, and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours, and IN hydrochloric acid (2 ml) was added. The 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine, dried (MgSOfl) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2- (3~{3-isopropyl-l- [5- 
(trif luororaethyl) -1 ,3,4-thiadiazol-™2-yl] -lH-pyrazol-4- 
yl}propoxy)-3-methoxyphenyl] acetic acid (131 mg, yield 22%) as 
colorless crystals. The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 114-115°C. 
Exainple 345 

To a mixture of 3~{3-tert~butyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol~4-yl}-l™propanol (500 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (330 mg) , tributylphosphine 
(762 pi) and tetrahydrofuran (75 ml) was added 1,1'- 
azodicarbonyldipiperidine (772 mg) at room tenperature , and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a pale-yellow oily substance was obtained 
from a fraction eluted with ethyl acetate-hexane (1:9, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour, 
and IN hydrochloric acid (25 ml) was added. The mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated brine, dried (MgSOj) and concentrated. 
The obtained colorless oil was crystallized from hexarte to 
give [2- (3-{ 3-tert-butyl~l~ [5- (trif luoromethyl) -2-pyridinyl3 - 
lH-pyra2ol-4~yl}propoxy)-3-inethoxyph6nyl] acetic acid (511 mg, 
* yield 68%) as colorless crystals, melting point: 94-950C. 
Example 346 

To a mixture of 3-{3-tert-butyl-l-[5-" {trif luoromethyl) -2- 
pyridinyl]-lH-pyra2ol-4-yl}-l-propanol (380 mg) , methyl (2- 
hydroxy-~3-methylphenyl) acetate (230 mg) , tributylphosphine 
(578 lal) and tetrahydrofuran (50 ml) was added 1,1'- 
azodicarbonyldipiperidine (585 mg) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a yellow oily substance was obtained from 

^•5 a fraction eluted with ethyl acetate-hexane (1:9, volume 

ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution {25 ml) , tetrahydrofuran (25 ml) and 
ethanol <25 ml) was stirred at room temperature for 1 hour, 
and IK hydrochloric acid (25 ml) was added. The mixture was 

20 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS04) and concentrated. 
The obtained pale-yellow oily substance was crystallized from 
hexane to give [2- (3-{3-tert~-butyl-l~ [5- (trifluoromethyl) -2- 
pyridinyl] -lH-pyrazol-4-yl}propoxy) -3-methylphenyl] acetic acid 
(236 mg, yield 43%) as colorless crystals, melting point: 86- 

Example 347 

To a mixture of 3- {3-tert-butyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl (3- 
3° ethyl~2-hydroxyphenyl) acetate (326 mg) , tributylphosphine (762 
pi) and tetrahydrofuran (75 ml) was added 1,1'- 
azodicarbonyldipiperidine (772 mg) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a yellow oily substance was obtained from 
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a fraction eluted with ethyl acetate^-hexane {1:9, volume 
ratio) . A mixture of the obtained oily siobstance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room tetrrperature for 3 hours 

^ and IM hydrochloric acid {25 ml) was added. The mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried {MgS04) and concentrated. 
The obtained pale-yellow oily substance was crystallized from 
hexane to give {2- (S-O-tert-butyl-l-- [5- {trif luoromethyl) -^2~ 

^ pyridinyl] -lH-pyrazol-4-yl }propoxy) ™3-ethylphenyl] acetic acid 
{370 mg, yield 49%) as colorless crystals, melting point: 9 8- 

Exaxit^Xe 348 

To a mixture of 3-{3"- (l™ethylpropyl) -1- [5- 

^ (trif luoromethyl) ~2-~pyridinyl] -lH-pyra2:ol-'4-yl }-l-propanol 
(330 mg) , methyl (3-hydroxy~2-methyl-4-pyridinyl) acetate (175 
mg) , tributylphosphine (538 pi) and tetrahydrofuran (50 ml) 
was added 1 r 1 '-azodicarbonyldipiperidine (488 mg) at room 
temperature^ and the mixture was stirred at 50^C for 2 hours. 

^ The reaction solution was concentrated. The residue was 
subjected to silica gel column chromatography, and a yellow 
oily substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution {15 ml) , 

^ tetrahydrofuran (15 ml) and ethanol {15 ml) was stirred at 
room temperature for 30 minutes. IH Hydrochloric acid (15 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated brine, dried 
(MgS04) and concentrated. The residue was subjected to silica 

° gel column chromatography, and a yellow oily substance was 
obtained from a fraction eluted with methanol-ethyl acetate 
(1:3, volume ratio). The obtained a yellow oily substance was 
crystallized from hexane to- give [3-"(3-{3- (1-ethylpropyl) -1- 
[5-- {trif luoromethyl) -2 -pyridinyl] -lH-pyra!sol-4--yl}propoxy) -2- 

^ methyl-4-pyridinyl 3 acetic acid (53.0 mg, yield 11%) as pale- 
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yellow crystals, melting point: 
Example 349 

To a mixture of 2--{3-isopropyl-l-[5" (trif Inoromethyl) "2- 
pyridyl3-lH-pyrazol-4-yl}-l-ethanol {400 mg) , methyl (2- 
^ hydroxy-S-methoxyphenyl) acetate {315 mg) ^ tributylphosphine 
(540 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (670 mg) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated* The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran {4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS04) and concentrated. 
The obtained colorless crystals were collected by filtration 
to give {2-{3~isopropyl-l'-- [5- {trif luoromethyl) -2-pyridyl] -IH- 
pyrazol-4-yl}ethoxy-3-methoxyphenyl) acetic acid (535 mg, yield 
86%) as colorless crystals. The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 165--1660C. 
Example 350 

To a mixture of 3- [1- (5"bromo-2"pyridinyl) --3- (1- 
ethylpropyl)--lH'-pyrazol-'4-yl]"l«-propanol (400 mg) , methyl (2- 
hydroxy-'3-methoxyphenyl) acetate (230 mg) , tributylphosphine 
(490 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (610 mg) at room temperature, and 
the mixture was stirred overnight at 65^C. The reaction 
solution was concentrated, Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated* The residue was subjected to silica gel column 
chromatography, and methyl (2-{3" [1- (S-bromo-a-pyridinyl) -3- 
( 1-ethylpropyl ) -lH-pyrazol-4'"y 1 ] propoxy } -3- 

methoxyphenyl) acetate {520 mg, yield 86%) was obtained as a 
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colorless oil from a fraction eluted wiiih ethyl acetate-hexane 
(1:9, volume ratio) * 

^H"NMR {CDCI3) 8: 0.87 {6E, J=7 . 6 Hz), 1.69--1.79 (4H, m) , 
2.02-2.09 <2H, m) ^ 2, 51-2. SI {3H, ra) , 3,68 s) , 3.69 {2H, 

^ s) , 3.85 {3H, s) r 4.06 (2H, t, J-6 . 4 Hz), 6.82-6.87 (2H, m) , 
7.01 (IH, t, J-B.O Hz), 7.83-7.84 {2H, m) , 8.25 (IH, s) , 8.38- 
8.39 (IH, ni) . 
BxaKiple 351 

K mixture of methyl (2~{3- [1- {5"broino~2~pyridinyl) --3- (1- 
ethylpropyl) -lH"pyrazol-4-yl]propoxy }--3-methoxypheiiyl) acetate 
(500 mg) ^ IN aqueous sodium hydroxide solution (7 ml) , 
tetrahydrofiiran {5 ml) and methanol (7 ml) was stirred at room 
temperature for 4 hours and IN hydrochloric acid (7 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated brine, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-{3- [1- (5-bromo-2- 
pyridinyl) -3- ( l-ethylpropyl) -lH'-pyra2:ol-^4"yl3propoxy J-S-- 
methoxyphenyl) acetic acid (430 mg, yield 88%). The crystals 
were recrystallized from hexane-ethyl acetate, melting point: 
94*^*95^0!* . 
Example 352 

To a mixture of 3™ [1- (5"broinO"2-"pyridinyl) -3- {l-^- 
ethylpropyl} "~'lH-pyrazol-4"'yl]-™'l-propanol {400 mg) , methyl {2- 
hydroxy-3-methylphenyl) acetate {210 mg) , tributylphosphine 

(490 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (610 mg) at room temperature, and 
the mixture was stirred overnight at 65°C. The reaction 
solution was concentrated. Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography , and methyl (2- {3- [1- {5™'bromo-2-pyridinyl) -3- 

( 1 -ethylpropyl ) -IH-pyraz ol-4-yl ] propoxy } -3- 
methylphenyl) acetate (380 mg, yield 65%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
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(1:9, voliame ratio). 

^H-NMR (CDCI3) 6: 0.87 (6H, ±, J=n .2 Hz), 1.68-1.78 (4H,m) , 
2.07-2.13 (2H, m) , 2.30 (3H, s) , 2.57-2.70 (3H, m) , 3.68 (2H, 
s) , 3.68 (3H, s) , 3.87 (2H, t, J=6.4 Hz), 6,99 (IH, t, J=-7.6 
^ Hz), 7.09-7.11 (2H, m) , 7.84 {2H, m),.8.24 (IH, s) , 8.38-8.39 
(IH, III) . 
Exanqe^le 353 

A mixture of methyl (2'-{3- [1- (5-bromo"2-pyridinyl) -3- <1- 
ethylpropyl) »"lH-pyrazol"4-Yl]propoxy }--3-inethylphenyl) acetate 

(360 mg) , IN aqueous sodium hydroxide solution (7 ml) , 
tetrahydrofuran (5 ml) and methanol (7 ml) was stirred at room 
temperature for 4 hours and 11?^ hydrochloric acid {7 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated brine, dried 

(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-{3~ [1- {5-bromo-2- 
pyridinyl) -3- (1-ethylpropyl) '-lH-pyrazol-4-yl]propoxy}--3-" 
me thy Iphenyl) acetic acid (310 mg, yield 89%), The crystals 
were recrystallized from hexane-ethyl acetate, melting point: 
120-121^C. 
Bxanple 354 

To a mixture of 3- [1-- (5-bromo--"2"pyridinyl) -3- Cl- 
ethylpropyl) -lH--pyrazol-4-yl]-l-"propanol (400 mg) ^ methyl (3-- 
ethyl-2"hydroxyphenyl) acetate (230 mg) , tributylphosphine (490 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (610 mg) at room temperature, and 
the mixture was stirred overnight at eS^C. The reaction 
solution was concentrated, Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl {2-{3™ [1- <5"-bromo~2-'pyridinyl) -3- 
(l--ethylpropyl) '"lH-'pyrazol--4'-yl]propoKy)-3-ethy Iphenyl) acetate 
(280 mg^ yield 47%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:9, volume ratio)* 
35 ^H-NMR (CDCI3) S: 0,88 {6H, t, J-7 . 6 Hz), 1,23 (3H, t, 
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Hz), 1,69-1.79 (4H, m) , 2.08-2.15 (2H, m) , 2.58-2,70 (5H, m) , 
3.68 (2H, s) , 3.68 {3H, s) , 3.86 {2H,t, J^6.4Hz), 7,04 (IH, t, 
J-7.6 Hz), 7.11 (IH, dd, J-7,6, 2.0 Hz), 7.15 CIH, dd, J-7 . 6 , 
2.0 Hz), 7.84 {2H, m) , 8,24 (IH, s) , 8.39 (IH, m) . 
^ Kxample 355 

A mixture of methyl {2"-{3- [1-- (5-broino-2-pyridinyl) -3- (1- 
ethylpropyl) "~lH'-pyrazol-4-yl]propoxy}-3-ethylplienyl) acetate 
(220 mg) , IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
^ temperature for 4 hours. IN Hydrochloric acid (5 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated brine, dried 
(MgS04)"and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-{3-~ [1- (5-bromo-2- 
pyridinyl) -3- (1-ethylpropyl) -lH™pyrazol-4-yl]propoxy J^S- 
ethylphenyl) acetic acid (180 rag, yield 84%). The crystals were 
recrystallized from hexane-ethyl acetate, melting point: 
123«C. 

ElKdnqple 356 

To a mixture of 3-{3-isopropyl-l- [5~ (trif luoromethyl) --2- 
pyridinyl 3 "lH-pyrazol-4-yl}-l-propanol {410 mg) , methyl (2- 
hydroxy-~3-isopropylphenyl) acetate {280 mg) , tributylphosphine 
{560 mg) and tetrahydrofuran (30 ml) was added 1,1^- 
azodicarbonyldipiperidine (700 mg) at room temperature, and 
the mixture was stirred overnight at eS'^C. The reaction 
solution was concentrated, Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl [3-isopropyl--2- (3-{3-isopropyl-l"- 
[5™ (trif luoromethyl) -2 -pyridinyl] -lH-pyrazol-4^ 
yljpropoxy) phenyl] acetate {430 mg, yield 66%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane {1:9, volume ratio). 

^H-NMR (CDCI3) 6: 1-22 (6H, d, J-6.8 Hz), 1.36 (6H, d, J-7,2 
Hz), 2.12-2,18 (2H, m) , 2,74 {2H, t, J-8 . 0 Hz), 3.04-3.10 (IH, 
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m) , 3.25^3.31 (IH, m) , 3.69 (2H, s) , 3.69 (3H, s) , 3.86 (2H, 
t, Hz), 7.06-7.11 (2H,m) , 7.19-7.21 (IH, m) , 7.95 (IH, 

dd, 2,4 Hz), 8,04 (IH, d, J=8.B Hz), 8.33 (IH, s) , 

8.60-^8.61 (IH, m) . 
^ EKample 357 

A mixtiure of methyl [3"isopropyl-2-- (3-{3-lsopropyl-l- [5- 
(trif luoromethyl) '-2-pyridinyl] -lH-pyrasol-4- 

yl}propoxy) phenyl] aceta-te (420 mg) , IN aqueous sodium 

hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
^ {5 ml) was stirred at room temperature for 4 hours. IN 

Hydrochloric acid (5 ml} was added, and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was . 

washed with saturated brine, dried (MgSO^) and concentrated. 

The obtained colorless crystals were collected by filtration 
^ to give t3-isopropyl-'2-- (3- {3-isopropyl-l" [5- (trif luoromethyl) - 

2-pyridinyl]--lH-pyrazol-4-yl}propoxy) phenyl] acetic acid {310 

mg, yield 76%) * The crystals were recrystallized from hexane- 

ethyl acetate, melting point: 108™109°C. 

Escaniple 358 

^ To a mixture of 3- { 3-propyl-l- [5- (trif luoromethyl) 

pyridinyl]"lH-pyrazol-4^yl}-l--propanol (410 mg) , methyl (2-- 
hydroxy-3-isopropylphenyl) acetate (280 mg) , tributylphosphine 
(560 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldlpiperidine (700 mg) at room temperature, and 

^ the mixture was stirred overnight at 65*^0. The reaction 

solution was concentrated. Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl [3""isopropyl-2- (3-{3-propyl-l- [5- 

^ (trif luoromethyl) -2-pyridinyl3 "-lH-pyrazol-4- 

yllpropoxy) phenyl] acetate (430 mg, yield 66%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio), 

^H-NMR (CDCI3) 8: 1.04 (3H, t, J-7.2 Hz), 1.21 (6H, d, J«7 . 2 
5 Hz), 1.73-1.81 (2H, m) , 2.11-2.17 (2H, m) , 2.66 (2H, t, J-=8.0 
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Hz), 2.71 {2H, t, J=8.0 Hz), 3.25-3.31 {IH, m) , 3.68 (2H, s) , 
3.68 (3H, s), 3.85 (2H, t, J=6.4 Hz), 7.06-7.11 ■(2H, m) , 7.20 

(IH, dd, J=7.0, 2.4 Hz), 7.96 (IH, dd, J=8.4, 2.4 Hz), 8.02 

(IH, d, J=8.4 Hz), 8.34 (IH, s) , 8.61 (IH, m) . 
Example 359 

A mixture of methyl t3-isopropyl-2- (3-{3-propyl-l- [5- 

(trif luoromethyl) -2-pyridinyl] -lH-pyra2ol-4- 
yl}propoxy) phenyl] acetate (420 mg) , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ral) was stirred at room teir^erature for 4 hours. IN 
Hydrochloric acid (5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgSO^) and concentrated.. 
The obtained colorless crystals were collected by filtration 
to give E3-isopropyl-2- (3-{3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl3-lH-pyrazol-4-yl)propoxy) phenyl] acetic acid (350 mg, 
yield 86%) . The crystals were recrystallizied from hexane-ethyl 
acetate, melting point: 102-103°C. 
Kxanple 360 

To a mixture of 3-{3-isopropy 1-1- [3- (trif luoromethyl) -2- 
pyridinyl]-lH-pyra2ol-4-yl}-l-propanol (300 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (190 mg) , tributylphosphine 
(410 mg) and tetrahydrofuran (20 ral) was added 1,1'- 
azodicarbonyldipiperidine (520 mg) at room temperature, and 
the mixture was stirred overnight at 65«>C. The reaction 
solution was concentrated. Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl [2- (3-{3-isopropyl-l- [3- 
( trif luoromethyl) -2-pyridinyl ]-lH-pyrazol-4-yl)propoxy) ~3- 
methoxyphenyl] acetate (440 mg, yield 94%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio) . 

^H-NMR (CDCI3) 8: 1.33 {6H, d, J=6.8 Hz), 2.05-2.12 (2H, m) , 
2.68-2.72 (2H, m) , 3.01-3.08 (IH, ra) , 3.67 (3H, s) , 3.69 (2H, 
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s) , 3.83 (3H, s) , 4.07 {2R, t, Hz}, 6.82-6,86 (2H, m) , 

6.98-7.02 {IH, m) , 7,31 (IH, dd, 4.8 Hz), 8.01 (IE, s) , 

8.14 (IH, dd, J-8.0, 1.6 Hz), 8*59 (IH, dd, J=4,8, 1.6 Hz). 
Etxannple 361 

^ A mixtnre of methyi [2- (3- {3-isopropyl-l™ [3- 

<-trif luoromethyl) -2-pyridinyl] •"lH-pyra2ol-4-yl}propoxy) -3- 
methoxyphenyl] acetate (420 mg) , IN aqueous sodi-um hydroxide 
solution (6 ml) , tetrahydrofuran (5 ml) and methanol (6 ml) 
was stirred at room temperature for 4 hours, IH Hydrochloric 
acid (6 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgSO^) and concentrated. The obtained 
colorless crystals were collected by filtration to give [2-(3" 
{3™isopropyl-l- [3- (trif luoromethyl) -2-pyridinyl] -lH--pyrazol-4-' 
yl}propoxy) -3-methoxyphenyl J acetic acid (370 mg, yield 91%) as 
a colorless oil. 

^H-NMR {CDCI3) 5: 1-29 {6H, d, J-6 . B Hz), 2.15-2,22 (2H, m) , 
2.65 {2H, t, J=7.2 Hz), 2.96-3.03 (IH, m) , 3,70 {2H, s) , 3.83 

(3H, s) , 4.05-4,09 (2H, m) , 6.82-6,86 (2H, m) , 7.00 (IH, t, 
J-8,0 Hz), 7.36 {IH, dd, J-7.6, 4.8 Hz), 8,07 (IH, s) , 8.18 

{IH, dd, J-7.6, 1.6 Hz), 8.57 (IH, dd, J-4 . 8 , 1.6 Hz). 
SxBiiple 362 

To a mixture of 3- {S-isopropyl-l-- [4- (trif luoromethyl) -2- 
pyridinyl] -lH-pyra2ol-4~yl}-l-propanol (300 mg) , methyl (2- 
hydroxy"~3 -me thoxyphenyl) acetate (190 mg) , tributylphosphine 

(410 mg) and tetrahydrofuran (20 ml) was added 1,1'- 
azodicarbonyldipiperidine (520 mg) at room temperature, and 
the mixture was stirred overnight at 65°C. The reaction 
solution was concentrated. Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography^ and methyl [2- (3-{3"isopropyl-l- [4-- 

(trif luoromethyl) -2-pyridinyl] "lH-pyrazol-'4-yl }propoxy) -3- 
methox3fphenyl] acetate (400 mg, yield 85%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
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(1:9, volume ratio). 

^H-NMR {CDCI3) 5: 1.35 (6H, d, J=6.8 Hz), 2.05-2.12 (2H, m) , 
2.68-2.72 (2H, m) , 3.03-3.10 (IH, m) , 3.67 (3H, s) , 3.69 (2H, 
s) , 3.85 (3H, s) , 4.07 (2H, t, J^6.4 Hs) , 6.83-6.86 (2H, m) , 
^ 6.99--7.03 {IH, m) ^ 7.28 (IB, d, J-5,2 Hz), 8.16 (IH, s) , 8.31 
(IH, s) r 8.50 (IH, d, J=5.2 Hz). 
Exainple 363 

A roixtare of me-thyl [2- (S-CS-^isopropyl-l- [4- 
(trifluoromethyl} --2-pyridinyl] --lH--pyrazol-4'-yl}propoxy) -3- 
methoxyphenyl] acetate (310 mg) , IN aqueoias sodium hydroxide 
solution (6 ml) , tetrabydrofuran (5 ml) and methanol (6 ml) 
was stirred at room temperature for 4 hours. IN Hydrochloric 
acid {6 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgSO^) and concentrated. The obtained 
colorless crystals were collected by filtration to give [2-(3— 
{3-isopropyl-l- [4- (trifluoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy) -~-3-methoxyphenyl]acetic acid (260 mg, yield 86%)* 
melting point: 127"-128**C. 
Exaxqple 364 

To a mixture of 3- {S-^isopropyl""!-- [6- (trifluoromethyl) "-2-^ 
pyridinyl] -lH-pyrazol-4-yl}-l"-'propanol (300 mg) , methyl (2- 
hydroxy-"3-»methoxyphenyl) acetate (190 mg) , tributylphosphine 

{410 mg) and tetrahydrofuran (20 ml) was added 1,1'- 
azodicarbonyldiplperidine (520 mg) at room temperature, and 
the mixture was stirred overnight at 65°C. The reaction 
solution was concentrated, Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl [2- (3- {3-isopropyl-l- [6- 

{trif luoromethyl) -2-pyridinyll"'lH-pyrazol-4-yiypropoxy) -3— 
methoxyphenyl] acetate (390 mg, yield 83%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 

(1:9, volume ratio). 

^H-KMR (CDCI3) 5: 1.34 (6H, d, J==6 . 8 Hz), 2,05-2,12 (2H, m) , 
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2.68-2.72 (2H, m) , 3.03-3.09 {lE,m) , 3.68 (3H, s) , 3.69 (2H, 
s) , 3.86 (3H, s) , 4.07 (2H, t, J-6.4 Hz), 6.83-6.87 {2H, m) , 
6.99-7.03 <1H, m) , 7.44 (IH, J-7 . 6 Hz), 7.88-7.92 (IE, m) , 
8.13 (IH, d, J=8.4 Hz), 8.35 (IE, s) . 
^ Exasnple 365 

A mlx-ture of methyl [2™ (3- {3-isopropyl-l- IS- 
Ctrif Inoromethyl) ™2-pyridinyl] -'lH-pyrazol"4-yl}propoxy) -3- 
mathoxyphenyl] acetate (350 mg) , IN aqueous sodl-um hydroxide 
solution {6 ml) , tetrahydrof-ararx (5 ml) and methanol (6 ml) 
was stirred at room temperature for 4 hours. IN Hydrochloric 
acid (6 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgS04) and concentrated. The obtained 
colorless crystals were collected by filtration to give [2~(3- 
15 {3-isopropyl-l- [6- (trif luoromethyl) -2-pyridinyl] ^lH-pyrazol-4- 
yl}propoxy)-3-methoxyphenyl] acetic acid (290 mg, yield 83%). 
melting point: 95-97'=*C. 
Bacaxnple 366 

To a mixture of 3-{3-tert-"butyl-l-[6- 
-^0 (trifluoromethyl)pyridazirx-3-yl] -lH-pyrazol-4-yl}-l-propanol 
(300 mg) , methyl { 2 •"hydroxy--3-methoxy phenyl) acetate (215 mg) , 
tributylphosphine (454 pi) and tetrahydrofuran (60 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (460 mg) at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a pale-yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:10, volume ratio) . A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (6 ml) , 
^0 tetrahydrofuran (6 ml) and methanol (6 ml) was stirred at room 
temperature for 1 hour. IN Hydrochloric acid (6 ml) was added, 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried (MgS04) 
and concentrated. The residue was subjected to silica gel 
column chromatography. The fraction eluted with ethyl acetate- 
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hexane (1:1, voliime ratio) was concen-trated and crystallized 
from ethyl acetate-hexane to give {2- (3-{3-tert-butyl"l- [5- 
(trif luoromethyl) pyridazin-S-yl] -lH-pyra2ol-4-yl }propoxy) --3- 

- methoxyphenyl] acetic acid (-261 mg, yield 58%) as colorless 

^ crystals, melting point: 131-132^C* 
ExaH5>le 367 

To a mixture of 3~{3-tert-butyl"l"- [6" 
(trif luoromethyl) pyridazin-3-yl] -lH-pyrazol-4-yl }-l-propanol 
(350 mg) , methyl { 2-hydroKy-~3-me thy Iphenyl) acetate (202 mg) , 

° tributylphosphine (558 iil) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (565 mg) at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a yellow oily 

^ substance was obtained from a fraction eluted with ethyl 

acetate-hexane (1:10, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml),, 
tetrahydrofuran (6 ml) and methanol (6 ml) was stirred at room 
temperature for 1 hour, IK Hydrochloric acid (6 ml) was added,. 

^ and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried (MgS04) 
and concentrated. The residue was subjected to silica gel 
columcQ chromatography. The fraction eluted with ethyl acetate- 
hexane (1:1, volume ratio) was concentrated^ and crystallized 

^ from ethyl acetate-hexane to give [2- (3-{3-tert-butyl-~l- t6- 
{ trif luoromethyl) pyridazin-3-yl] --lH-pyrazol-4-yl }propoxy) -3- 
methylphenyl] acetic acid (219 mg, yield 43%) as colorless 
crystals, melting point: Se-ST^^^C* 
Exaii^le 368 

° To a mixture of 3- [l-- {5-"bromo-2-pyridinyl) -3-tert-butyl"- 

lH-pyrazol-4-ylI""l-propanol (200 mg) , methyl (2-"hydroxy-3- 
methoxyphenyl) acetate (120 mg) , tributylphosphine (240 mg) and 
tetrahydrofuran (40 ml), was added 1,1'- 

azodicarbonyldipiperidine (300 mg) at room temperature, and 
^ the mixture was stirred for 3 hours. The reaction solution was 
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concentra-ted. The precipitai:ed crystals were removed by 
f iltra-tion with diethyl ether and the filtrate was 
concentrated* The residue was subjected to silica gel column 
chromatography, and an oily substance (244 mg) was obtained 
^ from a fraction eluted with ethyl acetate-hexane (1:5, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution {2 ml) , tetrahydrofuran (3 ml) and 
methanol {3 ml) was stirred at 50^C-™60*=*C for 1 hour. The 
reaction mixture was poured into water and the mixture was 
^0 acidified with 2B hydrochloric acid. The mixture was extracted 
with ethyl acetate* The ethyl acetate layer was washed with 
saturated brine, dried {MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and (2-{3-- 
[1"- (5-"bromo-"2-pyridinyl) -3-tert-butyl~lH-pyrazol-~4'- 
yl]propoxy}-3-methoxyphenyl) acetic acid (210 mg, yield 71%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-^hexane (1:2, volume ratio). 

^H--NMR (CDCI3) 5: 1^37 (9H, s) , 2,1-2.35 {2H, m) , 2.78 (2H, d, 
J--7.2 Hz), 3.73 (2H, s) , 3.84 (3H, s) , 4.12 {2H, t, J-7 . 2 Hz), 
20 6-8-7,05 (3H, m) , 7.86 (2H, d, J=l . 4 Hz), 8.33 (IH, br s) , 
8,36 (IH, t, J-1.4 Hz) . 
EacaiBple 369 

To a mixture of 3~ [1- (5~-bromo*-2-pyridinyl) -3'^tert•"butyl- 
lH-pyraz;ol-4-yl] -1-propanol (250 mg) , methyl { 2 -hydroxy- 3- 
methylphenyl) acetate (200 mg) , tributylphosphine (450 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine {560 mg) at room temperature, and 
the mixture was stirred at 100*=*C for 6 hours. The reaction 
solution was concentrated* The precipitated crystals were 
30 filtrated with diethyl ether and the filtrate was 

concentrated. The residue was subjected to silica gel column 
chromatography, and an oily substance (250 mg) was obtained 
from a fraction eluted with ethyl acetate-^hexane (1:5, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (2 ml) tetrahydrofuran (2 ml) and 
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met±Lanol (2 ml) was stirred at 50oC-60^C for 1 hour. The 
reaction mixture was poured into water and the mixture was 
acidified with 2N hydrochloric acid. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
^ saturated brine, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and (2-{3- 
[1-- {5-bromo-2"pyridinyl) ~3-tert"»-butyl~-lH--pyra2;ol-4- 
yljpropoxy} -3 -methylphenyl) acetic acid (190 mg, yield 53%) was 
obtained as crystals from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). The crystals were 
r eery stalli zed from diethyl ether-hexane . melting point: 62- 

Example 370 

To a mixture of 3- [3-tert-butyl-l- (5-chloropyridin-2--yl) 
lH-pyrazol-4"yl]-l--propanol (240 mg) , methyl ( 2 -hydroxy- 3- 
methoxyphenyl) acetate (190 mg) , tributylphosphine (320 mg) and 
tetrahydrofuran (60 ml) was added 1,1'- 

azodicarbonyldipiperidine (400 mg) at room temperature, and 
the mixture was stirred for 15 hours. The reaction solution 
was concentrated. The residue was subjected to silica gel 
column chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:9, volume ratio). 
A mixture of the obtained oily substance, IH aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (2 ml) and ethanol 
(2 ml) was stirred at SO^C for 30 minutes and IN hydrochloric 
acid (2 ml) and water were added* The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgS04) and concentrated. The residue 
was subjected to silica gel column chromatography, and (2-"{3'" 
t3-tert""butyl"-l"» (5-chloropyridin-2-yl) "'lH-pyrazol-4~ 
yl3propoxy)-3-methoxyphenyl) acetic acid (230 mg, yield 61%) 
was obtained as colorless crystals frcaa a fraction eluted with 
ethyl acetate-hexane (1:1, volume ratio). The crystals were 
recrystallized from hexane-^diethyl ether to give colorless 
prism crystals, melting point: 87-88^0. 
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Example 371 

To a mixture of S'-- [S-tert-butyl-'l"' (5-"chloropyridin--2-yl) - 
lH--pyra2Lol"-4-yi] -l--propanol (240 mg) , meiihyl { 2 -hydroxy --3 
raethylphenyi) acetate (180 mg) , tributylphosphine (540 mg) and 
^ tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (800 mg) at room temperature^ and 
the mixture was heated under reflux for 4 hours . The reaction 
solution was concentrated* The residue was subjected to silica 
gel column chromatography^ and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (0:100 to 
5:95, volume ratio) . A mixture of the obtained oily substance, 
IH aqueous sodium hydroxide solution (2 ml) ^ tetrahydrofuran 
(2 ml) and ethanol (2 ml) was stirred at 50^C for 30 minutes. 
IN Hydrochloric acid (2 ml) and water were added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine, dried (MgSO^) and 
concentrated to give (2-{3-- [S-tert-butyl-l- (5-chloropyridin"-2-" 
yl) ■"lH-pyra2:ol-4'-yl3propoxy}-3-methylphenyl) acetic acid (150 
mg, yield 42%) as colorless crystals. The crystals were 
^0 recrystallized from hexane-diethyl ether to give colorless 
prism crystals, melting point: 112-113**C. 
Example 372 

To a mixture of [B-methyl-l"" (2-pyridinyl) -lH-pyrazol-4- 
yl] methanol (2.30 g) , ethyl 3- (4-hydroxyphenyl) propionate 

{2.58 g) tributylphosphine (4.93 g) and tetrahydrofuran (100 
ml) was added l,.l '^-azodicarbonyldipiperidine (6.16 g) at room 
temperature, and the mixture was stirred overnight at room 
temperature. The reaction solution was concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (10:90, volume ratio). A mixture of the 
obtained oily substance, IN aqueous sodiuan hydroxide solution 

(15 ml) , tetrahydrofuran (15 ml) and ethanol (15 ml) was 
stirred at room temperature for 2 hours* IN Hydrochloric acid 

(15 ml) and water were- added, and the mixture was extracted 
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with ethyl acetate* The ethyl acetate layer was washed with 
saturated brine, dried (MgS04) and concentrated to give 3-{4"" 
[3-methyl~l- {2-pyridinyl) -lH-pyrazol*4- 
ylraethoxyl phenyl) propionic acid (3.05 g, yield 74%) as 
^ colorless crystals. The crystals were recrystallised from 
ethanol-water. melting point: 129-130^0. 
Exaxnple 373 

To a mixture of t3~methyl-l- {2-pyridinyl) --lH-pyrazol-4- 
yl]methanol (3.14 g) , methyl (4-hydroxyphenyl) acetate (3,00 
g) , tributylphosphine (6.71 g) and tetrahydrofuran (100 ml) 
was added 1 , 1 ''-azodicarbonyldipiperidine (8*36 g) at room 
temperature, and the mixture was stirred overnight at room 
temperature. The reaction solution was concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (10:90, volume ratio). A mixture of the 
obtained oily substance, IN aqueous sodium hydroxide solution 
(20 ml) , tetrahydrofuran (20 ml) and ethanol (20 ml) was 
stirred at room temperature for 2 hours. IN Hydrochloric acid 
(20 ml) and water were added, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgS04) and concentrated to give {4'-[3» 

methyl^l~-{2'-pyridinyl)'-lH-pyra2ol-'4-ylmethoxy] phenyl} acetic 
acid (3,15 g, yield 59%) as colorless crystals. The crystals 
were recrystallized from ethanol-water . melting point: 161- 
162°C. 

Exan^le 374 

To a mixture of 3-{3-ethoxy-l^ [5~ (trif luoromethyl) -2- 
pyridinyl]-lH~pyraz:ol"4-yl}-l-propanol (500 mg) , ethyl 2-"(3- 
hydroxy-4-methylphenoxy)--2-~methylpropanonate (455 mg) , 
tributylphosphine (792 ^iL) and tetrahydrofuran (60 ml) was 
added 1, 1 '-aEodicarbonyldipiperidine (802 mg) at room 
temperature, and the mixture was stirred for 3 hours. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
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obtained from a fraction eluted with ethyl acetate-hexane 
{1:9, volume ratio). A mixt-ure of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred at room temperature 
^ for 3 hours, IH Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine, dried (MgS04) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (3:7, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (1.20 ml), tetrahydrofuran {25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour and 
concentrated. To a mixture of the residue and water (50 ml) 
15 T^as added calcium chloride (127 mg) dissolved in a small 
amount of water and the mixture was stirred at room 
temperature for 3 hours* The resulting white precipitates were 
collected by filtration to give calcium 2- [3- (3-^ 3-ethoxy^l- 
15" (trif luoromethyl) --2-pyridinyl]"lH"pyrazol"™4-"yl}propoxy) -4- 
methylphenoxy] -2-methylpropanoate {521 mg, yield 62%) as 
amorphous . 

Ik-NMR (DMSO-de) S: 1,34 (3H, t, J^7.0 Hz), 1.38 (6H, s) , 1.92- 
2,09 (2H, m) , 2.04 (3H, s) , 2.46--2,61 {2H, m) , 3,8S~3,97 {2H, 
m) , 4,31 (2H, q, J-7,0 Hz), 6.31-6,39 (IH, m) , 6,41-6.47 (IH, 
m) , 6,85 (IH, d, J-8,0 Hz), 7,81 (IH, d, J-8 . 8 Hz), 8,22-8.30 
(IH^ m) , 8,34 (IH, s) , 8,70-8.76 (IH, m) , 
Exanple 375 

To a mixture of 3- {S-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyll-lH-pyrazol-4-ylJ-l-propanol (500 mg) , ethyl 2- (3- 
hydroxy*-4-methylphenoxy) -2-methylpropanoate (458 mg) , 
tributylphosphine (797 pjj) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (807 mg) at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
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obtained from a fraction eluted with ethyl acetate-hexane 
{1:9, volume ratio). A mixture of. the obtained oily substance 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
{25 ml) and ethanol (25 ml) was stirred at room temperature 
^ for 3 hours* IN Hydrochloric acid (25 ral) was added^ and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine,, dried (MgS04) and 
concentrated. A mixture of the residue,. IN aqueous sodium 
hydroxide solution (1.50 ml),, tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour and 
concentrated* To a mixture of the residue and water (50 ml) 
was added calcium chloride (158 mg) dissolved in a small 
amount of water and the mixture was stirred at room 
temperature for 1 hour* The resulting white precipitates were 
collected by filtration to give calcium 2- [3- {3™{3™isopropyl" 
1- [5- (trif luoromethyl) "'2™-pyridinyl] -"lH"-pyrazol-4"yl}propoxy) - 
4~methylphenoxy] ■^2™methylpropanoate (647 mg^ yield 77%) as 
amorphous . 

^H-NMR (DMSO-de) 5: 1.26 (6H, d, J-=6 . 8 Hz), 1.39 (6H, s) , 1,92- 
2.12 (2H, m) , 2.05 (3H, s) , 2.56-2.72 (2H, m) , 2,92-3.10 (IH, 
m) , 3.87-4.02 {2H, m) , 6.32-6.41 (IE, m) , 6.43-6.49 (IB, m) , 
6.85 (IH, d, J=8.4 Hz), 7,98 (IH, d, J=8 . 8 Hz), 8.29 (IH, dd, 

8.8 Hz), 8.39 (IH, s) , 8.74-8.82 (IH, m) . 
Exainple 376 

To a mixture of 3-{3-isopropyl--l'- [5- (trif luoromethyl) ""2"- 
pyridinyl] -lH-pyra2;ol-4-yl}-l-propanol (500 mg) , ethyl 2- (3- 
hydroxy""4™methoxyphenoxy) "-2-methylpropanoate (488 mg) , 
tributylphosphine (797 |xL) and tetrahydrofuran (50 ml) was 
added 1^1 '^-azodicarbonyldipiperidine (807 mg) at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
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{25 ml) and ethanol {25 ml) was stirred at room temperature 
for 5 honrs. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine, dried (MgS04) and 
^ concentrated. The obtained pale-^yellow solid was 

recarystallized from diisopropyl ether-hexane to give 2-[3-{3- 
{3-"isopropyl-l--[5- (trif luoromethyl) "■2-pyridinyl] -lH-pyrazol-4- 
yllpropoxy) -4-methoxyphenoxy]'-'2-methylpropanoic acid (610 mg, 
yield 73%) as colorless crystals, melting point: 106--107^C. 
Exa3i5>le 377 

To a mixture of 3- {3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]--lH--"pyrazol-4"yl}-l-propanol (500 mg) ^ ethyl 2^(4- 
ethyl-3-hydroxyphenoxy) -2-methylpropanoate (484 mg) , 
tributylphosphine (797 p.L) and tetrahydrofuran (50 ml) was 
added 1 , 1 '^-azodicarbonyldipiperidine (807 mg) at room 
temperature, and the mixture was stirred for 1.5 days. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(3:37, volume ratio) . A mixture of the obtained oily 
substance, llSf aqueous sodium hydroxide solution (25 ml), 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 5 hours. IN Hydrochloric acid (25 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated brine, dried 
(MgS04) and concentrated. The obtained white solid was 
recrystallized from diisopropyl ether-hexane to give 2- [4- 
ethyl-3- {3-{ 3-isopropyl-l- [5- (trif luoromethyl) --a-pyridinyl] - 
lH-pyrazol-4~yl}propoxy)phenoxy]-2-methylpropanoic acid (565 
mg, yield 68%) as colorless crystals, melting point: 115- 
116*>C. 

Exanple 378 

A mixture of 2™ (3-{3-isopropyl-l- [5-- 
(trif luoromethyl) pyridin-2--yl] -lH-"pyrazol-4-yl }propoxy) -3- 
methoxybenzaldehyde (0.4 g) , tetrahydrofuran (4 ml), methyl 
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raethylthioiriethyl sulfoxide (0.14 ml) and sodium hydroxide 
(0*04 g) was reacted for about 5 hours under reflux. The 
mixture was cooled to room temperature and water was added* 
The mixture was extracted with ethyl acetate. The aqueous 
^ layer was further extracted with ethyl acetate. The organic 
layers were combined and washed twice with water* The organic 
layer was concentrated and a mixture of the residue, ethanol 
(8 ml) and cone* hydrochloric acid (0.74 ml) was stirred at 
80^C for about 14 hours. The mixture was cooled to room 
temperature and IK aqueous soditmi hydroxide solution (10.7 ml) 
and ethanol (20 ml) were added. The mixture was stirred at 
about 7D<='C for 1 hour. The mixture was cooled to room 
temperature and water (10 ml) and toluene (10 ml) were added* 
IN Aqueous sodium hydroxide solution {10 ml) was added to the 
organic layer and partitioned. The aqueous layers were 
combined and cone* hydrochloric acid was dropwise added. The 
mixture was adjusted to pH 2*0 and extracted with ethyl 
acetate. The organic layer was washed twice with water, and 
heptane (2 ml) was added* The mixture was stirred at room 
temperature for about 0,5 hour* The precipitated crystals were 
collected by filtration and washed with heptane to give t2-(3- 
{3""isopropyl'"l-" (5-trif luoromethylpyridin-2~yl) -lH-pyrazol-4~ 
yl}propoxy) -S-methoxyphenyl] acetic acid (0,30 g,. yield 70*3%) 
as pale—yellow white crystals* 
23 ^H-NMR (CDCI3) 5: 1.32 (6H, d, J=6 * 9 Hz), 2.1-2,2 (2H, m) , 2.6- 
2.7 (2H, m), 3*0-3*1 (IH, m) , 3*71 (2H, s) , 3*84 (3H, s) , 4.0- 
4*2 {2H, m) , 6*8-7*1 {3H, m) , 7*90 (IH, dd, J-8*7, 2*2 Hz), 
8*04 (IH, d^ J«8.7 Hz), 8.36 (IH, s) , 8*5-8*6 (IH, m) * 
Example 379 

A mixture of 2- (3'-{3- (l-ethylpropyl) -1- [5- 
(trif luoromethyl) pyridin-2-yl] ~lH-pyrazol-4-yl }propoxy) -3- 
methoxybenzaldehyde (585 mg) , tetrahydrofuran (5*85 ml), 
methyl raethylthiomethyl sulfoxide (0*193 ml) and sodium 
hydroxide (0.049 g) was stirred for about 5 hours under 
reflux* The mixture was cooled to room temperature and water 
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was added. The mixture was extracted with ethyl acetate and 
the aqjueous layer was further extracted with ethyl acetate. 
The organic layers were combined ^ washed with water ^ and the 
organic layer was concentrated, A mixture of the residue^ 
^ ethanol (10.5 ml) and 4N hydrochloric acid-ethyl acetate (3.05 
ml) was stirred at about 80^C for about 1 hour. The mixture 
was cooled to room temperature. Saturated aqueous sodium 
hydrogen carbonate was added, and the mixture was extracted 
with ethyl acetate. The organic layer was washed with water, 
dried over anhydrous magnesium sulfate and concentrated under 
reduced pressure to give ethyl [2-- (3^{3- (l*-ethylpropyl) -1-* [5- 
(trif luoromethyl) pyridin-2-yl] -lH-pyrazol-4-yl}propoxy) --3- 
methoxyphenyl] acetate (537 mg^ yield 82%) as an oily 
substance* 

^H-NMR (CDCI3) 5: 0-8™0.9 (6H, m) , 1^2-1^3 (3H, m) , 1,6-1.8 
(4K, m) , 2.0-2.1 {2H, m) , 2.6-2.7 (3H, m) , 3.68 (2H, s) , 3,85 
(3H, s) , 4,0-4.2 (2H, m) , 6.8-5.9 (2H, m) , 7.0-7,1 (IE, m) , 

7,94 {IH, dd, J-8.7, 2.2 Hz), 8*04 {IH, d, J=8,7 Hz), 8.33 
(IH, s) , 8. 6-8. 7 (IE, m) . 
20 Preparation Example 1 (Production of capsules) 

1) Compound of Example 1 30 mg 

2) Finely divided cellulose 10 mg 

3) Lactose 19 mg 

4) Magnesium stearate 1 mg 



1) , 2) , 3) and 4) are admixed and filled into a gelatin 
capsule . 

Preparation Escan^Xe 2 (Production of tablets) 



25 



Total 



60 mg 



30 



1) Compound of Example 1 



30 g 
50 g 

15 g 
44 g 



2) X*actose 



3) Corn starch 



4) Carboxymethyl cellulose calcium 

5) jyiagnesium stearate 



35 



1000 tablets 



140 g 
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The whole amoian-ts of 1) , 2) and 3) and 30 g of 4) are 
kneaded togeliher with water and the mixture^ after vacuum 
drying r is granulated. The granular mixture is admixed with 14 
g of 4} and 1 g of 5) and the resulting mixture is tableted 
^ using a tableting machine,, to give 1000 tablets each 
containing 30 mg of compound of Example 1. 

Industrial applicability 

The compound of the present invention is superior in a 
hypoglycemic action, a hypolipidemic action a hypoinsulinemic 
action^ insulin resistance- improving action^ insulin 
sensitivity enhancing action and retinoid'-related receptor 
function regulating activity, and can be used as an agent for 
the prophylaxis or treatment of diabetes (e.g., type 1 
diabetes, type 2 diabetes^ gestational diabetes); an agent for 
the prophylaxis or treatment of hyperlipidemia (e.g. , 
hypertriglyceridemia , hypercholesterolemia , hypo-high-density- 
lipoproteinemia , postprandial hyperlipemia) ; an agent for 
improving insulin resistance; an agent for enhancing insulin 
^0 sensitivity; an agent for the prophylaxis or treatment of 

impaired glucose tolerance [IGT] ; and an agent for preventing 
progress from impaired glucose tolerance to diabetes. 

This application is based on patent application Nos, 
25 2002-151405, 2002-287161 and 2003-16748 filed in Japan, the 
contents of which are hereby incorporated by reference - 
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1 . A compound representied by t:he formula 



15 



20 



30 



(^^^^^ — C^^^ — Xa-Ya-Xb-Yfa — (^^^^ — Xc-Yc-- (C=0) (t) 
^ wherein 

ring A is a ring optionally having 1 to 3 substituents ; 
ring B is a 1^2-azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

are the same or different and each is a bond^ -O-, 

-S", -SO-, ~so2-, -CO-, -crMor^}--, -m^^, -conr^-- 

or -MR^CO- (R^ is a hydrogen atom or an optionally 
substituted hydrocarbon group, R^ is a hydrogen atom or 
a hydroxy-protecting group, and is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
amino-protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 

having 1 to 3 substituents; and 
^ represents -OR^ (R^ is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -IJR^R^ (R^ and are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R^ and 
form^ together with the adjacent nitrogen atom, an 
optionally substituted heterocyclic ring) , 
provided that, 

(1) when the 1,2-azole ring represented by ring B is 
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pyrasole,. ring C is not thiadiazole or oxadiazole; 
(2) when the lr2-"azole ring represented by ring B is 
isoxazole^ ring C is not an optionally substituted 
pyridone ; and 

^ ■ (3) when the 1,2-azole ring represented by ring B is 

pyrazole and Xa and Xb are each a bond,, ring C is not 
a benzene ring^ 
or a salt thereof* 



2 . The compound of claim 1 ^ wherein the ring represented by 
ring A is an aromatic ring. 

3 . The compound of claim 2 , wherein the aromatic ring is a 
benzene ring, a pyridine ring or a pyridazine ring. 

15 

4 . The compound of claim 1 , wherein the 1 , 2-azole ring 
represented by ring B is pyrazole, 

5. The compound of claim 1,. wherein the substituent that ring 
20 3 is optionally further having is a hydrocarbon group. 

6* The compound of claim 1^ wherein the substituent that ring 
B is optionally further having is an alkoxy group . 

7 * The compound of claim 1 ^ wherein Ya is Ci^e alkylene or C2-.S 
alkeny lene * 

8. The compound of claim 1, wherein Xb is -O-, -S-, -SO-, 
-SOz-, -CO-, "CR^ (OR^) -NR^-, -COISIR^- or -NR^CO-^ (R^ is 

hydrogen atom or an optionally substituted hydrocarbon group, 
R^ is a hydrogen atom or a hydroxy-protecting group, and R^ is 
a hydrogen atom, an optionally substituted hydrocarbon group 
or an amino-protecting group) . 



9 . The compound of claim 1 , wherein the monocyclic aromatic 
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ring represented by ring C is a benzene ring* 

10. The compound of claim 1, wherein 1±ie monocyclic aromatic 
ring represented by ring C is pyrazole. 

5 

11. The compound of claim 1^ wherein R represents -OR^ (R^ is a 
hydrogen atom or an optionally substituted hydrocarbon group) • 

12. The compound of claim 1,^ wherein Xa is a bond* 

10 

13. The compound of claim 1^ wherein Xb is --O-. 

14. The compound of claim 1^ wherein Yb is a bond, 

15. The compound of claim 1^ wherein Xc is a bond or -o-. 

16. The compound of claim 1^ wherein Yc is Ci^s alkylene or C2-6 
alkenylene . 

17. The compound of claim 1, which is 3- [l-phenyl-3~ (4-{3- t4- 
(trif luoromethyl) phenyl] -5-isoxazolyl}butoxy) --IH'-pyrazol-S- 
yl] propionic acid; 

2- [3- (3--{3-ethoxy-l- [5-- (trif luoromethyl) -2-pyridyl3 -IH- 
pyrazol-4-yl }propoxy) phenoxy] "-2-methylpropionic acid; 

3- [2-ethoxy-4- (3- {3'~ethoxy-l- [5- < trif luoromethyl) -2-pyridyll - 
lH-pyra2:ol-'4""yl}propoxy) phenyl] propionic acid; 

3" t3" (3-{3-ethoxy"l- [5- (trif luoromethyl) -2"pyridylI--lH- 
pyra5z;ol~4-yl }propoxy) -l-^phenyl-lH-pyraaol-S'-yl ] propionic acid; 
[l-^phenyl-S- {4-{3-propyl-'l- [5- (trif luoromethyl) -a-pyridinyl]- 

30 iH-pyra!sol-4-yl}butoxy) '-lH-'pyrazol-4-yll acetic acid; 

[2- (3-{3--isopropyl"l-- [5- (trifluoromethyl)"2-"pyridyll-lH- 
pyrasol"4-»yl}propoxy) -S-methoxyphenyl] acetic acid; 
[2- (3- (3- (1-ethylpropyl) -1- [5- (trif luoromethyl) --2-pyridy 1 ] -IH- 
pyrazol-4-yl }propoxy ) -S-methoxyphenyl] acetic acid; 

35 { 3- [1-- (5-chloro-2"pyridyl) -3- ( 1-ethylpropyl) -lH-pyrazol~4-- 
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yl3propoxy}-3-iaethoKypiienyl) acetic acid; 

[3-ethyl--2- (3- { 3-isopropyl-l- [ 6- {trif luoramethyl) pyridasizi-3- 
yl] -lH-pyrazol"4-yl Jpropoxy) phenyl] acetic acid; 
[•2- (3'-{3-~isopropyl-l- [5- (trif luoromethyl) pyridazin-3-yl] -IH- 
5 pyrazol'--4-yl}propoxy) ~-3-metJioxyphenyl] acetic acid; 

[3- (3-{ 3-isopropyl-l- [5- {trif luoromethyl) -2-pyridinyl] -IH- 
pyrazol-4'~yl Ipropoxy) --l-methyl-IH-pyrazol'-4™yl] acetic acid; 
[l~-ethyl-5- (S-CS-isopropyl-l-lS- (trif luoromethyl) -2- 
pyridinyl] -lH-pyrazol-4-yl Jpropoxy) -lH-pyrazol-4-yl3 acetic 
acid; 

[l-ethyl-5- (3- { 3-propyi-l- [5- (trif luoromethyl) -2-pyridinyl] 
lH-pyrazol-4-yl}propoxy) -lH-pyraz:ol-4-Yl] acetic acid; 
(2-{3- II- (5-bromo-2^pyridinyl) -3- (l-ethylpropyl) -lH-pyrazol-4- 
yl]propoxy}--3-methoxypheiiyl) acetic acid; or 
15 {3-{3~tert-btityl-l- [6- (trifluoromethyl)pyridazin'-3-yll-lH- 

pyrazol'-4"-yl }propoxy ) -3-methylpherxyll acetic acid , 

18* A prodrug of the compound of claim 1 or a salt thereof. 

^0 19* A pharmaceutical composition comprising the compound of 
claim 1 or a salt thereof or a prodrug thereof* 

20. An agent for the prophylaxis or treatment of diabetes, 
which comprises a compound represented by the formula 

25 




wherein 

ring A is a ring optionally having 1 to 3 substituents ; 
ring B is a l^a-aziole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

are the same or different and each is a bond, -0-r 

-SO-, "CO-, -CS~, -CR^(OR^)-, -nB?-r -CONR^ 
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or -NR^CO- (R^ is a hydrogen atom or an optionally 
substituted hydrocarbon group, is a hydrogen atom or 
a hydroxy-protecting group, and is a hydrogen atom,, 
an optionally substituted hydrocarbon group or an 
amino-protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms ; 

ring C is a monocyclic aromatic ring optionally further 

having 1 to 3 substituents ; and 
R represents -OR^ {R^ is a hydrogen atom or an optionally 

substituted hydrocarbon group) or --NR^R^ (R^ and are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R^ and R^ 
form, together with the adjacent nitrogen atom, an 
optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof. 

21. An agent for the prophylaxis or treatment of 
hyperlipidemia , which coit^rises a compound represented by the 
formula 



15 



20 




wherein 

ring A is a ring optionally having 1 to 3 substituents; 
ring B is a l,2-'a2:ole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

are the same or different and each is a bond, --O-, 
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-SO-, "CO", -crMor^)-, -nr^-, -conr^- 

or -NR^CO- {R^ is a hydrogen atom or an optionally 
substituted hydrocarbon group, R^ is a hydrogen atom or 
a hydroxy-protecting group, and R^ is a hydrogen atom, 
5 an optionally substituted hydrocarbon group or an 

amino-protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

10 are the same or different and each is a bond or a 

divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms ; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents ; and 

^5 ^ represents -OR^ (R^ is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -NR^R^ (R^ and R^ are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or and R^ 

50 form, together with the adjacent nitrogen atom, an 

optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof. 

22. An agent for the prophylaxis or treatment of 
arteriosclerosis, which comprises a compound represented by 
the formula 




wherein 

ring A is a ring optionally having 1 to 3 substituents; 
ring B is a 1^2-azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 
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are the same or different and each is a bond, 
~S-, -SO-, "SOz-r -CO", -CR^(OR^)-, -NR^*-, --CONR^^ 

or -HR^CO- {R^ is a hydrogen atom or an optionally 
substituted hydrocarbon group, is a hydrogen atom or 
a hydroxy-^protecting group, and R^ is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
amino-protecting group) ; 

Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 

Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents ; and 

R represents -OR^ (R^^ is a hydrogen atom or an optionally 

substituted hydrocarbon group) or --NR^R^ {B? and R^ are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R^ and R^ 
form, together with the adjacent nitrogen atom, an 
optionally substituted heterocyclic ring) , 
provided that, when the 1,2-azole ring represented by 
ring B is isoxasole, ring C is not an optionally 
substituted pyridone, 

or a salt thereof or a prodrug thereof. 

23* An agent for the prophylaxis or treatment of impaired 
glucose tolerance, which comprises a compound represented by 
the formula 
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ring A is a ring optionally having 1 to 3 substituents ; 
ring B is a l,2-a2ole ring optionally further having 1 to 3 

snbstituents ; 
Xa, Xb and Xc 

^ are the same or different and each is a bond, HD-, 

--S", -SO-, -soz-r -CO-, -crMor^)-, -NR^-, -CONR^- 

or -NR^CO- (R^ is a hydrogen atom or an optionally 
substituted hydrocarbon group, R^ is a hydrogen atom or 
a hydroxy-protecting group, and is a hydrogen atom, 

10 an optionally substituted hydrocarbon group or an 

amino-protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

^5 are the same or different and each is a bond or a 

divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms ; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents ; and 

20 represents -OR^ (R^ is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -NR^R^ (R^ and R^ are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R^ and 

2S form, together with the adjacent nitrogen atom, an 

optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof, 

24. A retinoid-related receptor function regulating agent, 
which comprises a compound represented by the formula 




wherein 
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ring A is a ring optionally having 1 "to 3 snbstituents ; 
ring B is a 1,2-azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

5 are the same or different and each is a bond, -O-, 

^S-~, ^SO-, -S02-r -CO-, -CS", -CR^OR^)-, -NR^-, -CONR^^ 
or -NR^CO- (R^ is a hydrogen atom or an optionally 
substituted hydrocarbon group ^ R^ is a hydrogen atom or 
a hydrosty-'protecting group, and is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
amino-protecting group) ; 

Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 

Yb and Yc 

15 are the same or different and each is a bond or a 

divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms ; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents; and 

^0 R represents -OR^ {R^ is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -HR^R^ (R^ and R^ are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R^ and R^ 

25 form, together with the adjacent nitrogen atom, an 

optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof - 

25. a?he agent of claim 24, which is a peroxisome prolif erator- 
^0 activated receptor ligand. 

26. The agent of claim 24, which is a retinoid X receptor 
ligand* 

27. An insulin resistance improving agent, which comprises a 
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compound represented by the formula 




wherein 

^ ring A is a ring optionally having 1 to 3 substitnents ; 

ring B is a 1,2-32013 ring optionally further having 1 to 3 
substituents ; 

Xar Xb and Xc 

are the same or different and each is a bond, 
10 »s^^ ^so-, -CO-, -CS", -crMor^)-, -NR^-, -CONR^- 

or -NR^CO™ (R^ is a hydrogen atom or an optionally 
substituted hydrocarbon group, R^ is a hydrogen atom or 
a hydroxy --protecting group, and R^ is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
i5 amino-protecting group) ; 

Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

are the same or different and each is a bond or a 
20 divalent aliphatic hydrocarbon residue having 1 to 20 

carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents ; and 

R represents -OR^ (R* is a hydrogen atom or an optionally 

25 substituted hydrocarbon group) or -NR^R^ (R^ and R^ are 

the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R^ and R^ 
form, together with the adjacent nitrogen atom,, an 
30 Optionally substituted heterocyclic ring) r 

or a salt thereof or a prodrug thereof. 



28. A method for the prophylaxis or treatment of diabetes in a 
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mammal in need thereof, which compaxises administering to the 
mammal a congijo-and represented by the formula 




^ wherein 

ring A is a ring optionally having 1 to 3 substituents; 
ring B is a 1,2-azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

are the same or different and each is a bond, , 

-SO", -CO", -CS', -CR^(OR^)-, ^m^-, --COHR^^ 

or -NR^CO-' (R^ is a hydrogen atom or an optionally 
substituted hydrocarbon group, R^ is a hydrogen atom or 
a hydroxy^protecting group, and R^ is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
amino-protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms ; 

ring C is a monocyclic aromatic ring optionally further 

having 1 to 3 substituents; and 
R represents -OR^ {R^ is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -NrV {R^ and R^ are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or and R^ 
form, together with the adjacent nitrogen atom, an 
optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof. 
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29 • Use of a compotirLd represented by the f onmila 




wherein 

^ ring A is a ring optionally having 1 to 3 substituents ; 

ring B is a l,2-a2;ole ring optionally further having 1 to 3 

substitiaents; 
Xa, Xb and Xc 

are the same or different and each is a bond,. 

20 -SO-, -co-, -crMor^)-, -nr^™, -conr^~ 

or -NR^CO- (R^ is a hydrogen atom or an optionally 
substituted hydrocarbon group, R^ is a hydrogen atom or 
a hydroxy-protecting group, and R^ is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
amino-protecting group) ; 

Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 

Yb and Yc 

are the same or different and each is a bond or a 
20 divalent aliphatic hydrocarbon residue having 1 to 20 

carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents; and 

R represents -OR^ (R^ is a hydrogen atom or an optionally 

25 substituted hydrocarbon group) or --NR^R^ (R^ and R® are 

the same or different and each is a hydrogen atom^ an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group r or R^ and R^ 
form, together with the adjacent nitrogen atom, an 
30 optionally substituted heterocyclic ring) , 

or a salt thereof or a prodrug thereof, for the production of 

an agent for the prophylaxis or treatment of diabetes* 
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30. A GPR40 receptor function modulator comprising a compound 
represented by the formula 




wherein 

ring A is a ring optionally having 1 to 3 substituents ; 
ring B is 1,2-azole ring optionally further having 1 to 3 

substituents ; 
^0 xa, Xb and Xc 

are the same or different and each is a bond, 

^s-, -SO-, -co-, ~cs-, -crMor^)-, -nr'-. -conr^- 

or -NR^CO- (R^ is a hydrogen atom or an optionally 

substituted hydrocarbon group, R^ is a hydrogen atom or 
IS hydroxy-'protecting group, and R^ is a hydrogen atom, an 

optionally substituted hydrocarbon group or an amino-- 

protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms? 
^0 Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 
2S having 1 to 3 substituents; and 

R represents -OR^ (R* is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -NR^R^ (R^ and R^ are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
30 optionally siibstituted heterocyclic group, or R^ and R^ 

form, together with the adjacent nitrogen atom, an 
optionally substitttted heterocyclic ring) , 
or a salt thereof or a prodrug thereof. 

545 



wo 03/099793 



PCT/JP03/06389 



31- A production method of a compound represented by the 
f ortnula 



Xa-Ya-Xb-Yb — \^^^ — Xc-Yc- (G^^O) -OH ( I -5) 

wherein the symbols in the f cannula are as defined in claim 1 , 
or a salt thereof, which comprises subjecting a compound 
represented by the formula 

Xa-Ya-Xb-Yb-^(^^^ — Xo-Yc- (C=0) -Or'^ ( t-4) 

wherein R^^ is an optionally substituted hydrocarbon group and 
other symbols are as defined above, or a salt thereof to a 
hydrolysis reaction * 

32. A production method of a compound represented by the 
fojOTula 






Xa- (CHg) n-CHj 



■OH (11-1) 



wherein n is an integer of 0 to 5 and other symbols are as 
defined in claim 1, or a salt thereof, which comprises 
subjecting a compound represented by the formula 




Xa- (CHP n-R 



11 



(VIII) 



wherein R^^ is CHO or COOR^^ (R^^ is an alkyl group having 1-6 
carbon atoms) r and other symbols are as defined above, or a 
salt thereof to a reduction reaction. 
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(IX) 



wherein n is an integer of 0 to 5, r"^ is CHgOH, CHO or COOR" 
(R^^ is an alkyl group having 1-6 carbon atoms) , and other 
ssmibols are as defined in claim 1, or a salt thereof. 
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